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Xt/I/) , fc*W4YfiC-IS^l-f h5Vf-;k : P (0) (OR 4 " ) 
R 5 (tcf, R 4a M:H$;fe«::7nK5v^x*f7k R* J47;l/*;l/$fett 
7U-71/) ®*X7-r>SI$fctt^: P (0) (OR 4 ' ) 2 (ClT\ R 4 ° 
«Hlf;I^DF77tof;W O*X*>KTfe0x (CHz ) x s (CH 
2 ) n&ZZf (CH 2 ) mMItJSCTK 2 $fc«30<&B&gTH&£ft 

R 3 f4H Sfett/ ;l/^;l«OKJiaft 1 ~ 5 ©7;l/4vWWT*&£] 
[0 0 0 5] 

[ftl0 4] 



(73) 



NS2 0 03-5 09 5 0 3 



la 



R 



R 2 ^ R 3 



lb 



R 2 * r3 



[0 0 0 6] 

Wbi0 53 

IA 




1^ 



R 

'%c H2 ,r' C08R4 



[0 0 0 7] 
[fti 0 6] 



(74) 



8*2 0 0 3-5 095 03 



IB 



IC 




[0 0 0 8] 

±tBfltfWBtc&^X. R 28 tt7/l/3*$/ N «fc&#i:L<«:H ; Zttfc^ J: 
D£?S:L<teO :• (CHz ) xttCHi , (CH 2 ) 2 , (CH 2 ) 3 Sfcfi 
Cfkl 0 7] 

CH 3/ CH 3 

; (CH-2 ) m&CHz 
Cfkl 0 8] 



(£<:T\ Ratt^WiH©7;W, ifc(i-CH 2 -CH=CH 2 fel< 

[ft: 10 9] 

— -caj— c=cH2 
CH3 

£2©7;t^:i/l/) ; (CH2 ) n&CH 2 ; r' «i»7;^;K £?&L<te 
-CH 3 ; R z izh ; R Za «h ; R 4 &h ; xtiCH ; 

[0 0 0 9] 

R tt^tejSUTlBIRSnTJ:^ 7y-/V7;l/4 l ;l/*4 t $'*;l/#-;k 7 



(75) ft$2 0 0 3-5 0 9 5 

rn7U-;V**S/*;V#-;v, 7U-;V^^7U-;P*;l/#-;k 7U-;l/ 
7;l/y— ;l/**S/*;l/#— ;K ^^o7;V4 l ;I/7U— ;K 7>J 

— ;I/7;P^;1/7U— ;K ^fo/'J- /iz-'vf n7»j — ;U7;l/^;K 
7)]/*rA/**ri/7 U -;V^-^^^;l/^~;K ^fn/'J -/Iz-'vf n 7 > J 
— )\sij)\,#=L ;K 7;l/+;^^>'7 , ;-;V^+->^;l/4->^;K 7U— ;V7;l/^-;l/ 
;K 7U-;1/7;P^-;Vx;1/j}-n-;K 7;Vn^^7U-;l/7;l/4^;K 7 

n^7 L o7;l/+;l/^^^;l/^-;l/tfc(i^U/Nn7;l/^;V7U-;l/^4 i '>*;l/ 

[00 10] 
[ffcl 1 0] 




[0 0 1 1] 

lit 1 1 1 ] 




[0 0 12] 
Utl 1 2] 




[0 0 13] 
titl 1 3] 




[0 0 14] 
Utl 1 4] 




[00 15] 
Utl 1 5] 



#^2 0 03-5 09 5 03 




[0 0 1 6.3 

Utl l 63 




[0 0 17] 
Utl 1 7] 



(83) #£2 0.03-5 0 9 5 0 3 




[0 0 18] 
[ft 11 8] 



0 0 3-50 9 5 03 




[0 0 19] 
Utl 1 9] 




[0 0 2 0] 



(86) 



#^2 003-5 0 9 



Utl 2 0] 




[0 0 2 1] 



(87) &S2 00 3-5 09 5 

[0 0 2 2] 

/.mm) > nsffime (^^^^aM^^flss^itftujifl^t^^ (p i n 
) ) > mmfam$s&zf%mi&(D±&mm cm, urn. mm. 

[0 0 2 3] 
[0 0 2 4] 

W^aVt-KK^i;^ #50. 0 1 : 1~1 00 : 1, #$L<tt»0. 5 

: i~i 0 : ioiBHrt-eayi!*n«o 

[0 0 2 5] 

fc^Jf Greene T. Wfc^tfWuts P. G. M. <D TP rotecting Groups 
in Organic SynthesisJ 1 9 9 9^ Wiley) #JRQ 0 

[0 0 2 6] 

(R 5 (CH2 ) xOH) (HOt?, ftfc»f U^0li2-7i-;l/-5-^ 



(88) #^2 00 3-5 09 5 

Fn^^7U-;l/-$rc«^7 L n7ywV-7,;^7 ? t H I I I (£?rL<&3- 
^yyyo. (D rsynthesisj (K 198 1 $0 0 #^T\ f#£>nS7 

Tt^^y-fb^MI" [fc£x.i£Abdel-Magid£<7) Tj. Org. Chem. J (6 
1> 3 8 4 9, 1 9 9 6^) 0 
[00 2 7] 

t%-lf Abdel-Magid£<D fj . Org. Chem. J (6 1, 3 8 4 9,1996 
50 #!£] o jaK (Greene) ^fcfiWMfefrTN %£1£&ft 0**;Px 

[0 0 2 8] 

7;l/"rtFI V^DgiJfc&fiElSSl Afc^StiSo 7/1/3-/H I (R 5 (C 
H 2 ) xOH) (c©tt% Sfe»SL^Ott2- [2-7i-;l/-5-^f;l/ 
-**1^/-;t/-4-' -x£/-/l/-e&£) ^ *£yx;l/jfc-;i,*ny 
FT^JILT, ttJ5*$/U-FVI I I£f#£ 0 #^T\ ^'>U-hJHWPtl 
n ;l/*fcttt Fn^^xn7U~;l/7;Vxt F I I 

I T7;l/*;WfcLT, 7;l/x t F I V£t#s 0 

[0 0 2 9] 

^tiKte^ff) "FewflMLT, *f/S7^/in e*'&% 0 sjss i oi3«fc:« 

"T^^TF, R 38 7;PxfcFT5t7Cl£75/{fc*ffoTx /9fM<om=7$yfi| 
[0 0 3 0] 



(89) 0 0 3-5 0 9 5 0 3 

*Tfig£ (LG) £fflV>) \ I_7^/-xXf;W KOTJ^Mt^n-Dtz^ 
[0 0 3 1] 

£jSiU&C^£n3«fc5^ ^#Jk:R 3a 7;l/7*fcFX I£5I^&75yxX 
[0 0 3 2] 

-N7 L o7U-;J/7;Vxt KX I VHWMfT, »MJft75;/X I I iT«7ctt 
xfMvi i^So cco7^y-xx7 L ;Pxv i i*8PIMfeftT* IWffiSb 

[0 0 3 3] 

FA©«j«o««o-ttKifi*aft'r*. irr^vxv^ mjfcft 

itfc^7-f K-*7,**-hXV I A££jS£#T, ttJS75./*X;fc*--b 
XXfMVI IA£f#, ^TCft&WN&ftT (Greene&Wuts) TJWffS 
LT, 75/*X*^®n FA^5, g^5btt, 75/$X7^r^iI F 
B©^jeR*^U tint, »SJK:fl*L;fcM7>r K-t^7^^-hxxf;l'X 

v i Bfcs^^^xvog^^igsgfrso #^t\ ^6n575y*x7-f 

Fxxf;VOM(ci: 9 , *X7^>ii fb^„ 

[00 3 4] 



(90) ft§2 0 0 3-5 0 9 5 

>x i x««s. M^mmr^yx i x*$y/7*fr-F, »^l^r 5 c 

CHi ) nOH (I I) ZEJ&ttT. Wl&t— r;l/«fffcH, 7$>OKflM 
[0 0 3 5] 

*V^TWI75>XX*, moSttfbS (2, 
^75F; T. 7 * £> <D r Tetrahedron Lett. J (3 8, 5 8 3 K 1 
9 9 7*0 ) TlSteffcU ^^TS^5^(II^Ca-/NnxX-r;l/XV IT 5 ^ 
WSo 2, 4-y-hn^>'^fyx;l/^y7^FXXI^jtlB^f4 : T (T 
. 7 £ ^ & r Tetrahedron Lett. J (38, 5 8 3 K 1 9 9 7^)) 
> ffltffiiLT^2a-7^/-xXf^XX I I ^V^R 3 " 7/I/ft K 
X I ^<££M^147^>fl:&cttLfd£, xXx;VX^JWffi^LT, ffiMOSUift: 
I F£f#3 0 

[0 0 3 6] 

7y— ;l/£fett^y-n7y— ;l/7;W*fc F I I I £\ ii^^T^^-xXx;!/^ 

i»s v fc J: samoaTcttr ^ y <k*frtefw. mnzmr. r ^ >-xxf;i/ 
xxi i nc, r 3s 7;i/ftKvi nc£33trM^l£7^/ft-e 

«rfi6S%f*taLT, ^"TSti Kn^^Hr^^-xx-r^XX I V%f#3 0 
^tciin^ #£1^7/1/3— ;H I (R 5 (CH 2 ) nOH) b<D^yy7& 
folzULfc&, xxx;i/xxv©w««*ff&t\ ffiaofflKR r G ttffs c £ 

[0 0 3 7] 

SJiS^ 8 s?7 U ~;kfc<fctf 7 U -;b-^fn7'J -;l/-S&7 ^/B&gUi 
tin hcd— 98-&$£fBft"f 5 0 ^r7 5^-ixf;i/xx i i fcSfflMfeflnN si 
St£«ftbfe*;l/5;l/7ix;l/^n>ttxxv I £££M^1475 /fttcttLT 

, Mt5iH7$^-xxf;i/^o>sixxv i i£#& 0 ^"cry— 

nyj&XXVI l£\ 7y-;I/^fc^7 1 n7y-;WN5^KXXV I I i m 



(91) #^2 003-5 09 5 

^o5K) USXX^y^;^ (fci:*fcf Gibson S. E. O TTran 
sition Metals in Organic Synthesis, A Practical ApproachJ ( 
4 7-5 0H, 1 9 9 7^) fcS*D*flO fctfLT, ISft^nx-Ay^J 

>^7U-;i/^%xx I x*#5cfc^frs 0 c©7$>-x7f;i/xx 

[0 0 3 8] 

£JSa£ 9 «u S?7 U —fr$5£Zf7 1) -;l/-^fn7 U — ;l/X— r;l/-M&7 ^ 

#n>tXXVI I*, jttCK&ftT (D. A. Evans (xMyx) £<D I"T 
etrahedron Lett. J (3 9, 2 9 3 7, 1 9 9 8*f0 ) x iIM£fc:M$Lfc7 
i/-;Wk«rXXXfc*y^Uy^®6«-&T, »3fc$>7U-;l/3:fctt7y 
-;V-^\fn7U-;l/x-f;l/XXX I ctifcHKOTLT, 

bt3©7 5/www* i j £#3o 

[0 0 3 9] 

S'J&£LT, RfS^l 0Kzk-Zn%£o\^ m-7^y-xXr;VXX I I* 
jg^fcifigSLfcfc Kn^'>7U-;PSfc(it Fn^^7 L n7U-;V7;l/f f t: F 

xxxi itc&zMjc&T^sittcttLT, ttm?zy±;-fr-m=7^>- 

xXf;l/XXXI I l£#5o ^^T(107i/-;Wb^XXXI I l£ % £ 
tHEMS&frT (D. A. E vans 6 <D T Tetrahedron Lett. J (3 9 S 29 3 
7, 1 9 9 8*0 ) , &^&7U— ;l/$fc&^f-n7U-;l/#ny&XXX I V 
t(Oijy/V VPRj&fcttlsT* Mf&tZ *J7 V 7 V -;^fo7 U 

-;I/X-t;1/-7$/xXt;I/XXX I ^I5c^^Tf§ 0 &V>T> C<D75 
>-xxf;VX x x I I J £f#So 

[0 0 4 0] 

r;l/XX I I *XttE«oa0Pftfr-F (giitc«CH2 C 1 2 IftttCHC 1 3 
Et 3 N&2©ttaiO#ft-F) , £M$&*on#/l/*-Mfc£%lXXXVfc 




ft«2 0 0 3-509503 



[0 0 4 1] 

XXXVI^R 3 " -OH (XXXVI I) (aafcttfflfc7x/-/Wfc£») 
[0 0 4 2] 

ElSSl 2tt, 7U-;P*;W^-b-|tt»f*I K(Dffi0^S{tfrl (func 
tionalization) £^fo H75>-xXf/l/XX I I^7'J-;l/^nn^;P 

^-hxxxvi i i (flw«nfetKn*^>u»MWr) tEfoz^r. 

J?Wfc«KLT, fl^toXLfcfc, cn£i£S<D#£T. il^&R 6 -LG (X 
LI) LGfi/^-f F\ *$/U-h$;fclih$/lx-K 43i:r5R 6 & 

^t$f^b<tiCHF 2 -gfc&CHs CH 2 T7)^;Wtt5o & 

[00 4 3] 

SfSiU 3fcw£ttSJ:$fc, ir75>-xxfMX I I A£88&^:/?- 
Fay^y^&fFF, S^7U-;Vtfdiflg^^;l/^^XL I IT^S 

EJ&fcfr&do Mfcti, l-x^;i/-3- (3-^f;I/7^y^ 

ntf;V) M>f^V5F (EDACgft&EDC ISfctiWSC) , 1-fcFn 
*M^/h»J7 % /-;l/ (HO B T) f fcti 1 - k FD^i>- 7 -7f 
UTV-;!/ (HOAT) fcitflBg, fcfc*fcfHunig*S (^W7n£;l/X?- 

75K-WB»»IM*#*. 
[0 0 4 4] 

Sfc^^y-xXfMXI I A*, KffiW5lS^«7y-;WV^7^- 
FXL I I I £aS£-£T, .^t§^-xxr;l/^(:i:^f5 0 SiS 



(93) 4^2 0 0 3-5 0 9 5 0 3 

#INfc&So Wl&tLT, EJSSl 5 testis J: ate, SiS^l IKE*® 
#;W^;l,*ny F+WttXXXVIfc, ^£7^> (fefc*ffEta N) 
£T, »^S:KJte»ESfctt7y-;l/75yXL I V£aS£#T, x^f-;l/©lW 
h U l/:ttfh7WI-!g» I 0~ I PfcflNSCfctfT?** 

o 

[0 0 4 5] 

8B«awMfefrT chic if y z<Dtm<D&&T, &ittmmm tbr 

^ M^oT, WJiSx;l/*y75K-»fk^ftiQ*#se:^TtS 

o 

[0 0 4 6] 

■«ftT, 7^y Qia«:^h9vr->UflMBS*«) XL VI I Off* L< 14 3 
-7^/^Dt!^-hy;l/) ttiyfVyf&foZ&Z, ^V^&n5^r7 
5KXLVI I I*«WfeffT> bU^fvl^y/KT^F (TMSNa ) 
, $vy7fcmzttLT, fllfh^^XL I X*»*T*. ^>7/x^;l/ 

i R^^-rso 

[0 0 4 7] 

sjfos 1 8 m f^ FHnm# i s oH^*«Btf« 0 g&7 y - 

IH#«, Mb F7^>-xxf;PVAi:SJiS?tT, ftjS"f S7'>/Wtfc F5 
*Jy\ a £#5 ( TSynthesisJ (745-747, 198 9$£) #■£) 0 75/ 
^H7S?>1 afcit7ctt75/{fc&fn< il^JcSg|Lfc7y-;V7;l/xt:F 

iv »*s-r*flWtK7^Kxxf-;i/3«»* ( r 

Can. J . Chem. J (7 6, 1180-1187, 199 8^) #M) 0 ^ 



(94) W£2 0 03-5 09 5 0 3 

[0 0 4 8] 

tH5S>K-»I S^m\(0^WL7fu-^-t\ ©SSI 9^$n§ 0 7U 
-Jl/T/l/ffc K I V£^P£fFT (fzbz.i£N aBH< ) N ^jS7;Vn-;MC]l 
Tt-T^cii^Tt^o #v^;:<7)7;l/xi--;l/£\ flm^ (fe^AtfPhi P/ 
CBr 4 gfc&PBra ) ©{£fflT**foS*f £7n ^ K 4 fcg&TSo ^^T7o 
$F4%tF7^-xXf;W a£SJS£#T ( TTetrahedron Lett. J 
(3 4, 2 0 7-2 1 0, 1 9 9 3^) #JR) > ffilt K7^F-xXf;V3^ 
^T«£^LT, t: F5S> KH»«R# I S 
[0 0 4 9] 

Cfcfc*tf^y-+-;l/tt£R 10 MgBr) VWMLT. ftfSfSHf-7 
;l/3-/l/J&«k 3fcl#^TWWfefrT (fcfc*fcf (COC 1) , /DMSO/E ti 

[0 0 5 0] 

^K>5«, ji^^S^Lfc7^7-xXx;l/6-eM7ctt7^/{bLT, »J& 
a-7;l/^;l/^>v ? ;l/7 5 7 -ixf/l/ 7 £#So 7 5/xxf;l/ 6 icto^ 
T> S : 
[fb l 2 l ] 

R 11 

-iilftu^o 7;l^l^>:^7^/-x;*x;W£, 7U— /I/7/1/ 



(95) #^2 003-5 09 5 

CO 0 5 1] 

asymietric reduction) [Tct^lf CoreyO^-^it^/^n V -Jy (oxazaboroli 
dine) 3i7t^n ; E. J. Corey&C. Helal<D TAngew. Chem 

. Int. Ed. Engl. J (3 7, 1 9 8 6-2 0 1 2, 1 9 9 8*0 * 
ffoT^ ^n^nj9fM©x^y^T-7;l/3-;i/8^#§ (fit, S^Jctt 
fcofc locit^ff?-©*^) o +^;V7;l/n-;P8^ xy/fm. 

fcf&liCTTi/ KTMabT [A. S. Thompson^© l~J. Org. Chem. J (5 
8, 5886-588 8, 199 3^) #JRQ , #f&rS*9;l/7$>K*#3--( 

C00 5 2] 

#lr^7S>F** WMtcB; (fefc*tf*i8»llSfe«4Pha P/THF/H 
2 O) T\ 7^^9lC^"T§o ^7;l/7^>9^xXf;l/XVIA 

f ;l/ 1 0 ^7 U -;H/c(^fa7U -;l/^DOt^^ - h X X X VT7^ Mt 
$ / - iXr;H 0 J&7 U -;l/7;l/f t H V I I "THKcttT^fcbfcfc, J!*« 
CO 0 5 3] 

y-;i/^rbyi i%^M7t^#LT, ^5;i/7;V3-;n 2*=jfs 0 cft^S 

^2 1 tmufcmxmv c^^K^m*) , +7/1/75 >i s\zw&tz> 

o ^/l^^l 3£xXx/VXV I A (LG=/\nyy$fctt*5/i,-lO T* 
jMLT> £^Z175/-xXx/W 4£rf§£„ <k^»l 4*7U— 

fc^7 L n7U-;I/^nn^;P^-hXXXVT7^;WbbT, »JS*;W^- 

CO 0 5 4] 



(96) 1t§2 0 0 3-5 0 9 5 

m> «flw*ffoT, Tarn mt-sa&njg ( 

^i7^7-xxf;H 4^7U-;l/^fc(i^xn7U-;P7;l/xt: FV I nc 

SrfToT, I Ua^ »&S2 1 «tf 2 2 

T\ ffll^M^JC^yTVlCJSDT, fb^Jl TaSftttI Ua<D (R) - 
£fc& (S) -xt >f tv-©v>f tife^ L 9 5 c i:»?n<}: 9 c 
[0 0 5 5] 

4#B0*J8IS*^ SUSS 2 3fc*3ftTVS 0 S&TJl/xfc F I V£7^ 

^A^MO^ST, a^fcWILfery^/N^Fl 7TMabT [Loh T. 
P. P><D ("Tetrahedron Lett. J (3 8, 8 6 5-8 6 8, 1 9 9 7^)# 
IHO * a-7'JM>v?;l/7$/-xXf;l/l 8m l<D75> 1 8^7'J 
— fc^xn 7 y -;^nn - F X X X V V7 *sMt Lfc^> Jft&g 
fc^-oT, *;ws*-h-iBS»tti v£t#3 0 7;W75/-xXf;H 8 
^7y-;V^^«-\-rn7y-;V7;Uf f t FV I I TMtc147^/{I:L^ JW 

[0 0 5 6] 

RJSS2 4J4, jW^+M^O, 2-7'J-^-5-^f;I/-tW-;l/- 
4— OMWniJ F2 l<D«Bfi&^T (M. S. £©rj. Med. Chem. 
J (3 9, 237-245, 1 9 9 6^) fciB«0H&#0£fT£ 5 ) o S$!7 
y-;V7;VTfcKl 9*Htt*ftT, 7*>-2, 3-5>*v 
fc*S££-£T, W*S , rs*4 t ^/-;l/«N-*4 t ^K2 0*ff*o t^!/-/l/ 
• N-**i/K2 0OR|^nn{klcj;SIWtt*tcJ:»j, f9TS<D*no*?7l/7 
y-;V-**-9-!/-;Wk^W2 i£t#So 
[0 0 5 7] 

£^1^/-;l/-p<*/-;l/2 2£#S 0 7;l/^-;l/2 2%^fbtT^7;l/T ? 



(97) ^2 003-5 09 5 0 3 

CBr 4 ) o COS;7o$b:2 3*^JK-r*7;V^r->V-yf-»>Aaifc:raiL ( 

n-BuL iftHowu^/»ttii*ffiffl) , cn*>i^«m?ft, fct*. 

[Corey E. J. <D TTetrahedron Lett. J (3 7 6 9, 1 9 7 
2*£) £fc&Gangakhedkar K. K. <£> TSynth. Commun. J (26 N 188 
7- 1 8 9 6, 1 9 9 6^) #M] . 
• [0 0 5 8] 

^2 5T?7;l/*;WtLT, gftftl X*^So *&fcSr*W?»a7C%ffoT ( 
fefc*lfH2 /Lindlarft*&) , E tcLtti*Z-7)\'>r=-)mmfo I Y£&£ 0 
[0 0 5 9] 

BSS2 5B, 75y-^/W*/-;MWW*I Z©HR^J«*IBW* [ 
Ith^Y. rj. Med. Chem. J (4 1, 3015-3021, 1998 
¥) 1ffl} o «SfclWLfe*;Vh-75y7x/-;I/2 6*«3S®#ftT, C 
s 2 T^SLT, ^jS^;P*7 p h-^y^+|-y > -;i/2 7^#5 0 

>y^y-;i/2 8^, cn^-7^y-xxx;i/v i fcats^ jmouk 

[0 0 6 0] 

6fc«ffi*nSHR^iaj*tefieoTx ^7y-/MSiSittI Z a£-£$ 
"T5 [Collins J. L. ££>rj. Med. Chem. J (4 1, 5 0 3 7, 1 9 
9 850 #M] o ^75/-xXf^XX I I Ifcil^fcigg Cfefcfcfcrey 

h X X X V fcfij&S-ST, ^JS-T § Ku*$/7 U h - 
[0 0 6 1] 

^l/^T*t:KD^^7';-;PxX'r;l/2 9^3S^^igS Cfefc*fcfK« COs ) 
©i¥£~F, a^KWIUfco-rnte-;l/^rhy2 9 a tSfS£-£T [Ss = 



(98) ' ffi$2 0 0 3-5 0 9 5 0 3 

CH 3 fcfc&lfWeyerstahl P. £<D r Flavour Fragr. J.J ( 

1 3, 1 7 7, 1 9 9 8^) SfcttSokolov N. A. ££>rzh. Org. Khi 
m. J (1 6, 2 8 1 -2 8 3, 1 9 8 0^) #JRQ , ttifrrs **x;l/£jSft 
illltlO, a -7n^r h >£;W^- h -iXf;P 3 0 £t#£ 0 
[0 0 6 2] 

^Ta-7n^hy30^ 38S»i:WftLfe7 y-;l/75 F3 1 (A = 0 
) SfcterV-Jl?-*?^ K3 1 (A = S) KiJ:*l»filSlcfttT, Wft-T* 
**-9-y-;l/ (7^Kfr£) tfc«^T N /-;V (W5h>e>) [Mai 
amas M. S. l~J . Med. Chem. J (39, 237-245, 1996 

[0 0 6 3] 

R*fia2 0fcW^-»flBIft75>7i:ftJC) , ttl£+&7SSWSMfo%WkL 
[0 0 6 4] 
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;K ^^n^\f n7;V4 t ;l/7;i/^r;K ^n7;l/*;k ^o7;!4;l/7;i/*;l/ 
N /np7;1/^;K t Fn*$/7/Mr/k 7;l/3*i/7;l/^;l/Sfctt^7;V^;l/ 

[0 115] 

SSJHS^fc^Jc^LT, l-Vfny^-zk l-tw;^-/^ 1 -7-tf 
;k 4 y -;K 4 -f-T^l/* y — ;k 1 - t?^5 >^;k 4 -7;V^ 

l -^^^-;K 4-7U-;V7;V^;i/-i-^^^~;K 4-^7'J 
-;l/7;Mp;V- l -t^5-$>-;k $fett»tciSCT7;V+;K 7;l/n+^> 
. 7;l^;l/f-*\ md, h'J7;l'tn^f;l/S/'cttl: Kn^Uft^nTiv^ 
l -trn 'Ji/-;K l -fcWJ L < li l -7€ £-/l/&j&£LTfc 

o 

[0 116] 

/l^/l/^*" i: LTtix ±K7/l/*;k 75;l/*;l/Sfet47y-;l/S3WifiStK? 
LTch (DifiSS-ZS n§ 0 



(133) 882 0 0 3-5 09 5 

"7';-;l/7/l/*/K7^/" t LTlts ±IB7;l/*;k TV-frSTzlZTV-fr 
[0 117] 

^5ti*IMl-"7S/;l/" fctt, «aS««*;l/^-;l/-(c = 0) SfclS^LfcfcO 
; 7->;l/Soj|ft:MfctT«, R 3 Sov^-rn^*^;l/fc;l/fc^b 

o 

[0 1 1 8] 
Hfcl 6 2] 




034) #«2 0 03-5 09 5 

[0 119] 

BHD "^\f-n7U-;l/" 1, 2> 3$fcli4O0'vrnR : ?, ;fci:*tf& 

[0 12 0] 
[fbl 6 3] 




(135) 



$82 0 03-5 09 5 



[0 1 2 1] 

Tft*r)V* tits ±IB^^n^\f"nT;l/4 i ;l/S*<CigC?$fet4'\fnJS?^U 
TCCHi )p«lctM^LfcfeO«»Brr*. 

[0 12 2] 

/I/" MIU fcfc*.fcfCFs CH 2 , CFa Sfc&CFs CF 2 CH 2 &m 

7/1/3*5/" Sfctt "7 %»»U fc£*tfCF 3 CH 2 0, C 
F 3 OSfcliCFs CF 2 CH 2 OtfW£*l5o 
[0 12 3] 

*WWTffl!V^|g<0 7nH7yyiXf;V" £bTte, ^/k x^;k 



lit I 6 5] 



(3+> R , R fcilfR &H> 7/l^/k 7U-;l/$fcti7U-;i/-7;P 





*/VT\ t*Ls R OfiHO*ett*^) 

( l -7;V*/-T;i/^i/) 7/l/*/l/#W£n£ 0 



(136) 

[0 12 4] 

A^5/nK7 7mf;l/R 4 (DMtttmtLTl*. 
[ft 16 63 

CHjCOjCILj— t CHgCOjC^— f t-C.H^C^- 

CH 

O (CH 3>2 
CjHgoSoC^— 

[0 12 5] 
[fbl 6 7] 




W^n> c<:T\ R (4H> 7;l/*;l/ Cfefc*lf*f7l/$fcfcj;t-:7?-/l/) 
, 7U-;i/7;l/^;i/ (fefc^tf-^^i/) $fc(47';-;i/ (Tct^ily^-ji) 
t^Ti< ; R d fiH, 7;1/*;k /Nnyy^f c «7;l/n^> ; R e &7;l^ 
;K 7>;-;k 7 i ;-;V7;l/^;l/^fc«7;l/3^>;i/ ; fej;tfn i tio, 1 £fc 

[0 12 6] 

t%>C£tf"?%, mifitLm rctZlSV^V^ i-hWAZItlttiV 
VL%i£<D7MV&M& i £;l/^A£fcfct7#*^A££©7;l/#y±£ 
£JS£ ; MmcS^$fc«7;l/^-^A(D^43J;tj : fte(D^^X 1ttfi\£7y 



#^2 00 3-5 09 5 



(137) #^2 003-5 09 5 

t -7^;1/7^X t-:**f7l/7^ h'JT, (tKn^^) 7 
^/^^^ (TR I S) , N-t^frfffrnV^y (NMG) N hUx£/-;l, 
7 ^ yfecfc tf fH Kn 7 tfx^/l/7 5 >©i£*We>n§ 0 

[0 12 7] 

o 

[0 12 8] 
[0 12 9] 

itf/*fettflM©?ft«w (i«£R^ twnen, ffi&Araij, A/MM* 

[0 13 0] 

HWfiTffl^LTtt, MTP»MJW, HMG CoA l^**~t£WJ8!k X* 
fe^tf/Sfctt-n^y^itf^OBWftOK 2, 3«fcb<tt*ftJW±ff 



(138) 00 3-5 09 5 

[0 13 1] 

T&mVMV&MTPWtimtLTIt* u". S.ftftfNo. 5 5 9 5 8 7 2, U. 
S.#fFNo. 5 7 3 9 1 3 5, U.S.#fFNo. 5 7 1 2 2 7 9, U.S.IfffNo. 
5 7 6 0 2 4 6, U.S.flWNo. 5 8 2 7 8 7 5, U . S .#fFNo. 5 8 8 5 9 8 
3, feitfU.S.WFttHJIHNo.O 9/1 7 5 1 8 0 ( 1 9 9 8^ 1 0£ 2 0 itB 
BSD CRU. S .ftWNo. 5 9 6 2 4 4 0) fcBS^OMT PffiJWJ^WStlSo 

jja»* J: tf»^n^^»ii: $n§M t p«j?w$?£ u\ 

[0 13 2] 

±ibu. s .ttfF$5«ktftBse©^T^, ##fe^^wa^^#A-r^o 

*%Wfc^oTfffl$n9 % U^M T P#»riJ£ LTHu ±I2U . S . 

#f*FNo. 5739 135, 571227 9fe<ktf 5 7 6 0 2 4 6 &CfEf#)$?£ L 

[0133] 

[ft 16 8] 




09- [4- [4- [ [2- (2,2,2-hU7;l/tOl^» 

75/] -l-V'VJit—jV] -N- (2,2,2-HJ7;l/*nx^;i/ 

) -9H-7;V^Uy-9-^;V^-9-5KTfe§ 0 
[0 13 4] 

cnetH^^nSfeO-e^^ U.S.#fFNo.3 9 8 3 1 4 0fcH^ 
O^W^yfcitfHM:**, U. S .#rFNo. 4 2 3 1 9 3 8fcH^©o^ 



(139) 1862 0 0 3-5 0 9 5 

(^tf/U» toZXmMt&b* U.S.tfffNo.4 3 4 6 2 2 7fcl» 
^cD^/^X^^ya^tfUII^b^ U. S .#fFNo. 4 4 4 8 7 8 4*5<fctf4 

450171 Jc^oi/y^x^f-yfe^tfiuijifb^^w^nSo 

[0 13 5] 

*SSWe«fllL9*fl6©HMG CoAl^**-€$»J£LT&, cn£ 
KR^SnSfcOTfrWi^ U. S .#fFNo. 5 3 5 4 7 7 2 £&8^£>7/l/^X* 
f->, U. S.#fFNo. 5 0 0 6 5 3 0*5 <fc tf 5 1 7 7 0 8 OEBa^eHr'j^Z* 
=f-y, U . S .#fFNo. 4681893, 5273995, 5 3 8 5 9 2 9 45£tf 
5 6 8 6 1 0 4£B3^<7)7h;WSX£^>\ U . S .fffFNo. 5 0 1 1 9 3 0tcr*1 
^D-f^X^y (-y^/^+a^tD^X^X^y (NK-l 0 4) 
) > U. S .#fFNo. 5 2 6 0 4 4 0 £01*0$/*/ =£- Astra/If** (Zenec 
a) e^X^f-y (ZD-4 5 2 2) fccfctfU . S .#fFNo. 5 7 5 3 6 7 5 £159 
*0l5l!iIX*?->fb^ U.S.#rFNo.4 6 1 3 6 1 OteWjgs0*/*n/7* 
h^mfcVVvV-JVmm. P C TtiJBSWO 8 6/0 3 4 8 8 fcM^tfD*^ 
n/7^h^I#0^>f^ift, U. S .ifffFNo. 4 6 4 7 5 7 6£^0 

6- [2- (gg$-t!n-;i/-i — r;i0 -7;v*;i/] t^y- 2 

^0^§s|ft N S earleO SC-45355 (3 £ 

DD7tr-h, PCTttl^W0 8 6/0 7 0 5 AKWntDtrtU/?? yy<0 

«<^£V-/l/gJltfk 7^yX#fFNo. 2 5 9 6 3 9 3 teBKSO 3 -*;l/#*5/ 

2 1 0 2 5 £153*0 2 , 3-^WRtrn-;K 77^itfft7i^fft, 
U. S .#ffNo. 4 6 8 6 2 3 7teW&O*rtUS72h><0i-7*frimfo. U 
. S .fffFNo. 4 4 9 9 2 8 9 £|53*0fcl< Kn>7£ l/Wfc^ 3- 

Dy^#fPtBjiRNo.O 1 4 2 1 4 6 A2£|?3*0*tr/Uy (n/<vX*^>0 © 
frhSSRffc 43^tfU.S.#fFNo. 5 5 0 6 2 1 9&£tf56 9 1 3 2 2fcBB* 
0*/ U >fcJ:tf £U ^MRISWfr^W&nSo 
[0 13 6] 

££>£, *«WP©ffifl!fc:j8W4,-.HMG CoAM£**-#0jflf&|fc;frffl 
^X7-f >^b^»\ GB2205837 £G3*£nTV>£ 0 



(140) $52 0 0 3-5 0 9 5 

^$n«tom^ U. S.#rFNo. 5 7 1 2 3 9 6 izm^fD a -frXfrSZ 

Mfc^flk Biller£<D l~J. Med. Chem. J (Vol. 3 K No. 1 
0, 1 8 6 9-1 8 7 1S^ 1 9 88^) fcHS^O* >f V7°W >T K (*7.7f 
#***-hffc£»;£«yt,0, MtffcU. S .#f*FNo. 4 8 7 1 7 
2 1 43£tf4 9 2 4 0 2 443.tr>* Biller S . A . , N euenschwander K., Po 
npipom M.M, 43cfcl>'Poulter CD. <D T Current Pharmaceutical De 
signj (2, 1-4 0, 1 9 9 6^)' tcBB^$ti5-J:dftfl6©^OX^7Uy 

[0 13 7] 

, P. Ortiz de Montellanp £<D I~J. Med. Chem. J (2 0 , 2 4 3- 
2 4 9, 1 9 7 7^) KWmVTfWSJY • ^D*X7i- HtS^, Corey 

:}3<fc£fVolante £> l~J . Am. Chem. Soc. J (9 8, 1 2 9 1 - 1 2 9 3 
, 1 9 7 6^) JC|»^©77;V*^;l/ • ^*X7x-h£8^A:|3<fctf7*UX* 
7U>- £n*X7x-h (PSQ-PP) McClard R.W. 6© r 

J. A. C.S.J ( 1 0 9 , 5 5 4 4, 1 9 8 7^) fc«ftO*X7-f-;l/*X* 
*-Mb£-t!, ££tfCapson T.L. <DPhDfi;£ TDept. Med. Chem. J 
(U of Utah, Abstract, f— 7V1/ • *7 • 3Vf>^ 16, 17, 4 0 
-4 3, 4 8-5 IS, -9-TU-, 1 9 8 7*£6£) fcitOS/^O^O/^fl; 

[0 13 8] 

7-Y7' , ;y^##:, fc£:K.tf7x/7^7V-h (fenofibrate) 
, ^7^n>>*;K ^7^U-h^f7^WK ^7 p n7^7 , b- 
K ^U/7^7V-r-#, TWn-zk feitfU. S .tfjftNo. 3 6 7 4 8 3 
6teMw©HfflKb£ttl (7 p o7n-;l/4oJ;^yA7^7nv ? ;l/5bW^L^) , JH 
H-^il^^-^^J, (cholestyramine) , 

(coletipol) &£tfDE AE-Sephadex (Secholex (S&fcftflD , Po 



041) «f$2 00 3-5 09 5 

licexide (3fmM) ) *S&T$^l'Wf)\> (cholestagel) (Sankyo/Gelte 
x) , Mtffc:U#Z£lf;l/ (lipostabil) (Rhone- Poulenc) , E isai E- 

5 0 5 0 (N-g$x£/-;l,7^yg§#ft) , <4^=.*i/j\, (imanixil) (H 
OE-4 0 2) , fh7tKoi;^f> (THL) , ^Xt^VX* ( 
istigmastanyl) *7*U^3'J> (SPC, Roche) , Z^/^Df+Xh 

(BtiafiBD > 1 4 (Txuymmm , k c 

melinamide) (&£) , Sandoz5 8-0 3 5, 7^ D * > • F C L - 

2 7 7 0 8 2*$*tf C L-2 8 3 5 4 6 , (ni 

acin) , 7>'t? ; 6^7. (acipimox) % 7^77^ (acifran) , 
p-7^/+rU^;l/B£, 7XeU>\ U.S.#fFNo.4 7 5 9 9 2 3KM&<DH 
<#U ($>7y/l/**7l/73>0 Rgfc U.S.fflff.No. 4 0 2 7 0.0 9ICHI 
^JKW7^ii?iJ (> ? 7U;i/v ? ^^;P7> ; E-^A^ni; F) fc<fctf>r 

(ionenes) , feit5fik<D^(Djit?f 3 WXxn^Wgf ffltfmf 
[0 13 9] 

l!8li^gT8!lfcLT«\ TDrugs of the FutureJ (24, 9-15, 1 
9 9 9^) (Avasimibe) ; Nicolosi£>£> TAtheros ClerosisJ (137 ( 
1) , 7 7-8 5, 1 9 9 84P, Shannon I rel) , "ACAT»1 Cl- 
1 0 1 l&^AX*-<D*iMS^^ ; 
Ghiselli GiancarloO TCardiovasc. Drug Rev. J (1 6 (1) , 1 6 
-3 0, 1 9 9 8*0, "FCE 2 7 6 7 7©^a¥^n7^-;l/: ApoB 1 

Afi<a"Ra&tt**-r**H«a:A C AT»J£iJ" ; Smith C. 6<D rBioorg. 
Med. Chem. Lett. J (6 (1), 4 7-5 0, 1 9 9 6*0., "RP731 

6 3 : ^a^WJffl14©7;l/^;l/X;l/7^-;l/-y7i-;W5^y , -;l/A c A 
TSPflfW > Krause£>£> r I nfl animation : Mediators PathwaysJ (17 3 
- 1 9 8, 1 9 9 5¥, Ruffolo Robert R., Jr. , Hollinger Mannfr 
ed A. US, 7nU£>NBoca R aton<D C R C tflJK) , " A C A TWJ&J : || 
IMbttKc 43 W- 5 JJgifc^fgTfc J: X$W f n - * * - X A 



(142) #^2 0 03-5 09 5 

" i S liskovic££> TCurr. Med. Chem. J (1 (3) , 204-225, 1 

9 9 4¥) , "kChTm\m>^m&<»h%fo7TU-hmtnr ; stouts 

<D TChemtracts : Org. Chem. J (8 (6), 3 5 9-3 6 2, 1 9 9 530 

;P0-7^;l/^yx7x:7~t: (AC AT) 6. flgHM8i5rS14^t-?>^Z)o 

^X7i7- tf (ACAT) 7. nlxX-rn-;l/ifc^gT?S'l4^46fc-^S 
iN-7i^l/-N'- [ (l-7i-^>^D^f;l/) flj^fk^ 
015333!" fcH33^£nS£5&AC A TiMftl, &3W4TS-962 (*IESi|& 
) T&oTJ;t,\ 
[0 14 0] 

flSA*E{g-R», MD-7 0 0 (*IES!$£) ^L Y 2 9 5 4 2 7 (^-^-T • 

MU£<ttTjW«, nUXf-P-;l/®:llXaJMJ> ff*L<tt Schering-Plough 
OS CH4 8 4 6 ltmc TAtherosclerosisJ (1 1 5, 4 5-6 3, 199 
5^) fc<fctf TJ. Med. Chem. J (4 1, 9 7 3, 1 9 9 8*0 fcHS^cDk 

Wmikfci&TMlt^ r Drugs of the FutureJ (24, 425-430, 1 
9 9 9^) Jcr^<Dft<MJgNa + /jHH-^HM-rvt If *-T$>oT£^o 

$f f Ll^gA^{gT§iJ«, :7°^X£^>, n;U^X i/y;U^x 
7h;wu^fx -try^x^y, Y£^x£^:fcj;t;tr 

[0 14 1] 

^ • fX ^ . ij 7 7 (the Physician' s Desk Reference 

& 1 <D*%nA<t&tymikmi&Tm<Dmmitiz, ^500:1-1:500, 

»$L<*4*5ll 00 : 1-1 : 1 0 0O$glrt«?ns 0 
[0 14 2] 



043) #^2 0 03-5 09 5 

[0 14 3] 

&MW§4>1te. MTP«KWffl|*»0.0 1-5 0 0ig, jeFSUttfiO.l- 

1 0 0igO«Brt©*T, 1 ■ lB£fcte2-4B£#tfTM^5C£££!)> 

1-5 0 Omg, »*b<tt»2~4 0 Omg, <fct)$?£b< t£$j5 — 2 5 OmgOM 
T\ lBlB$fett2~4Bfc#ttT**rrs. 
[0 14 4] 

X n^x*^ 7h;wu^fy, 7>U/^^f->Sfctt 

^CT^ fc£:x.J£$Jl~2 0 0 Omg. #g t < &$I4~2 0 OmgOSSBftOM-? 
[0 14 5] 

X^ri^y^y-b^— tffflJMJ^ fti 0~2 0 0 0mg, • L < 2 5- 

2 o oigo«Brto*oa!i«-effimb5 5. 

$f$Ll^B^#»> fefc*fcflSWSfett*y-b;WW«4 % HMG CoAU 
9**~ mmmZftlO. 1-1 OOmg, ff3:-L<M:tt0.5~8 0ig, 

u < i - 4 omgoa-pw-r 5 0 

[0 14 6] 

*~Vmm*ttl 0-5 0 Omg, &£L<im2 5-2 0 OmgOfiT^frfS 



(144) #^2 003-5 09 5 

ZirdBikfflB.TM*. 1 5 -U If (l 5-LO) mfiWfc«yy 

^5/^— tfmjfcK fc£:*.fcfW0 9 7/1 2 6 1 5iz^<D<yX^^^V 
-jim^fo, WO 9 7/1 2 6 1 3 £88^)1 5-L0«I^Jx WO 9 6/3 8 
1 4 A\ZT^(0^V^7 S /X2yit^, Sendobry£<E> TBrit. J. Pha 

nnacologyj (1 2 0, 1 1 9 9- 1 2 0 6, 1 9 9 7^) , "M^&^ffclii 

M^Txn-A&fc^OMslW' ^Cornicelli£><D TCurrent Phannaceut 
ical Designj (5, 11-2 0, 1 9 9 9^) , "1 5-'J^>yt» t? 

t%<Dm\ : A^oifLv^^^-y^ h" fcsa^<D i 5 - l omiarc&o 

[0 14 7] 

±^com^tl (MM) tt, ±BO!9!#a»fcT 1 ■ 1 ■£fctt2~4B0#i!l 
[0 14 8] 

$?i:U^SA^{&T£iJte, zrvKW+y, i/y^Wf-y, u/Kff-y, 

acin) fc<fctf/£fc&3UX£y;l/ (cholestagel) TfeSo 

Mfcjsurs i <D<t&MtmttTmLoz&mmmmi&. jyzv y% 

;WR*&{t^ ^3i/^r— eaiiwjw, ppar y r^-7,h (ffflBD , ft 

fcfctffT^y^yS^fl:^ aP2iHE PPAR a/yZ^fifBMI 
, VI-Tf-VA, • "W*T— I? I V (DP 4) mm SGLT2#|J»J, fc* 
tf/Sfctt^Uf'-Mfc^tt (meglitinides) , Mc^yX'J^ feitf/ 

srctt^i/^rr^sK^f-K-i (glp-1) wens. 

[0 14 9] 



(145) 1$S2 0 0 3-5 0 9 5 

* Jf^ h *;t/ $ i/ 1, L < tt 7 i 5 > t tt *ti 5 Oig, L < tig 

0 0 1 : 1-1 0 : K #$L<ttttO. 01 : 1-5 : 1 ©*Ml*|-£j^£ft 

[0 15 0] 

tfc*ififJBc#ljW«^ L < IZXfrfr—jl/Rimit'&fos tt£3Ll£#A/7V F ( 
Mv^7$F (glibenclamide) £:LTfc&&0 , ^U^lfUK (glimepiri 
de) (U. S. #fFNo. 4 3 7 9 7 8 SlCgS^) , ^Ut?^F\ ^U^^F 
(gliclazide) L< tetrufrfurt* F\ 0Hra<DA T PH£#^*;Wc 

[0 15 1] 

&i<Dit&tyi:x>i&-?mm<t&yi}<Dmmmz, mo. 01:1-100: 

Is ft£L<imo. 0 2 : 1-5 : 1 (DmwxmfeZtiZo 

acarbose) (U. S . #fFN o, 4 9 04 7 6 9 KBS^) &ft&$?V ] — ;l/ ( 
miglitol) (U. S. WffiNo, 4 6 3 9 4 3 6^153^) T^otU<, cn 

[0 15 2] 

SlO<k^fc^;V3S/^-H!aiiWJa©«»ttt, W0..0 1 : 1-100 : 

1 n £?£L<Ml0. 0 5 : 1-10 : 1 ©«MP"3-?3a£3ft5o : 
aiOft**tt, PPARy7rf-XK fct^I^T^V V>i?*>MnM 

«S«K&***-rS) , Fn^i;*yy(troglitazone (Warner-Lai 

bert's Rezulin GMtifflO , U. S. #fFN o. 4 5 7 2 9 1 2tC^) , 
ui/7V*)/> (rosiglitazone) (SKB) , If*^; *n/> (piogl itazone 



046) #^2 0 0 3-5 0 9 5 

) (S» > =^<DMCC-5 5 5 (U. S . OTFN o . 5 5 9 4 0 1 6 £I3J^ 
) s Glaxo- Welcomes' GL-26257CK xy^U^W (englitazone) 
(CP-68722, Pfizer) L < tt^7-^'J 2 W (darglitazone) ( 
CP-86325, Pfizer) , * VV(isaglitazone) (MIT/J& 

JK JTT-5 0 1 (JPNT/P&U) , L -895645 (Merck) , R 
-1 1 9 7 0 2 (Hft/WL) , NN-2 3 4 4 (Dr. Reddy/NN) , gtc 
JiYM-4 4 0 (Uj^lrt) , ttiF&L<ltui/?V$t)f>l3£Xf\£*?V$)/y£ 

[0 1 5 3] 

siofk**i:f-ryyi?>^>oM»ttt, fto. o 1 : i~i 00:1 

* #3:L<fcM&0. 0 5 : 1 ~ 1 0 : 1 OlMrtT?»£3ft«o 
[0 15 4] 

^f-K-1 (GLP-1) > fcfcfcfcfGLP-l (1-3 6) 75 F> GLP 
-1 (7-3 6) 75 F\ GLP-1 (7-37) (Habener^U. S. 4#f?N 
o. 5 6 1 4 4 9 2£Ba^) MtAC 2 9 9 3 (Amylin) &£tfL Y- 3 1 
5 90 2 (Lilly) MWTflWtiCim, Cft&tt, Sftf, AflSft, 

[0 15 5] 

Ffe«t tf eflnmr t> l < & 5 ?y f -;i/3- fc«>r yx 

t^'fX^ • U77l/>7 (PDR) ©|5a^©g^tfS#j£T^ffl^nT 
[0 15 6] 



047) #^2 0 0 3-5 0 9 5 

*7*/»J ^>^*>^»flWttlJ4, ttO. 0 1 ~2 0 0 0m 

[0 15 7] 

^Fft-rS«*OGLP-l^^Kfl:^Wtt N U. S. #f*FNo. 5 3 4 6 7 

0 1 (TheraTech) , 5 6 1 4 4 9 2 43^0*5 6 3 1 2 2 4 &Cfg§tf) N gB/<t 

y *;HE*. -JI««fctt^B«#T«4SnTJ:v\, 

[0 15 8] 

Sfe*t»«#SW*4, PPAR a/y— 7EfMI3k fct^liA R-HO 3 9 2 
4 2 (Astra/Zeneca) , GW-4 0 9 5 4 4 ( Glaxo/ We 11 come) , KRP 
2 9 7 (Kyorin Merck) MXflZk? #5. £><D T Diabetes J (4 7, 1 8 4 1 
-1847, 1 9 9 8*P) , "iU^^U V*fl*Rtt^**$'y-Z>J* 
5t<D3 U # > F LT^ffl-T S -iSttfl: Mr? 9 * 7 A/ 7 7 (PPAR 7;l/7 7) 
$3i(;PPAR^7 Xy#- • 777f-f • h (Zucker Fatty Ra 
ts) OJff«©ft»ftlWftWte^SPPAR7;V7r^{kOSa«" fcBB^O 

[0 15 9] 

fflfcRMMZ. U. S. {RiiHRNo. 6 0/1 5 8 7 7 3 (1 9 99^10^ 

1 2HttiBD (ftSA77^/I/LA4 9) KBI^SftS S G L T 2 «J£iJ 

[0 16 0] 

Inftftftffllfci:, U. S. #i*ffi®Wo. 0 9/3 9 1 0 5 3 (1 9 9 94£9£ 
7RfflBD feitfU. S. {SailieN o. 6 0/1 27745 (1 99 9^4/35 



(148) 00 3-5 09 5 03 

[0 16 1] 

to»fli^J{i> U. S. ^tb^No. 6 0/1 8 8 5 5 5 (2 0 0 0^3/31 
OMttiM) (ftIA77^;HA5 0)\ W09 9/3 8 50 K W09 9/4 

6 2 72, WO 9 9/67279 (PROBIODRUG) , WO 9 9/ 672 

7 8 (PROB I ODRUGK WO 99/61431 (PROBIODRUG 
) Id^SnS.fcS&DP 4 «J£iJ, Hughes SO TB iochemistryj (3 8 (3 
6), 1 1 5 9 7- 1 1 6 0 3, 1.9 9 9^) teBB^ON V P-D P P 7 2 8 A 

(1- [ [ [2- [ (5—>7Ve>;^y-2-^;l/) 75/] x^/l/] 75/ 

1 r-fef-;l/] -2-5/7/- (S) -tfnU^y) (Novartis) (£?3:U\) , 
'W&blD TBioorg. & Med. Chem. Lett. J (8, 1 5 3 7- 1 5 4 0 

, 1 99 8^) fcBB^OTSL-2 2 5 (h h7^;l/- 1 , 2, 3, 4— r 
h7l:Ho-^V^yiJ>-3-Mt>yi) , Ashworth£><D TBioorg. & 
Med. Chem. Lett. J (Vol. 6, No. 2 2, 1 1 6 3 - 1 1 6 6H££tf 

2 7 4 5-2 7 4 8EU 1 9 9 6^) teggjgfcO 2 -^7/ tTn U ^ Fffc£«M3«fc 
tf 4 -S/7/ ^ o U S> KM^oTi^ (±CIMbti((clB«om«ffiffl 

) o 

[0 16 2] 

MfcfcCTS I Tttfl! t a § / ?V f-- Ktt, U/< 

/f»;-F (repaglinide) s -fTlfV — K (nategl inide) (Novartis) $fcti 
KAD 1 2 2 9 (P F/Kissei) TfeoTJ:<, W^'JiF^SL|,\ 

SlOfW&fc, ^^U^-K; PPAR yfMWL PPAR a/yZljc 
flsflHI, a P 2 mm, D P 4 OTflJ&ISfctt S G L T 2 J^J&jOMtJtfc^ m 0 
. 01 : 1-100 : K tt?%L<imo. 0 5 : l~i o : 1 <DmmftT*Mfe 

[0 16 3] 



049) m2 003-5 0 9 5 

BMmmou 2, 3afet<tt*tiw±T?*oT«ki\ 

[0 16 4] 

«fc*si;TS i ofb^iift^&T^mLa s^-^ 3 r f w-y 

A J 9 6 7 7 (MX*/*.**) , L 7 5 0 3 5 5 (Merck) , ScfciiC P 
3 3 1 6 4 8 (Pfizer) fct<ttU. S. i^No. 554 1204, 577 
0615, 5491 134, 5 7 7 6 9 8 3 43 &T$ 5 4 8 8 0 6 4 fcBI5?©ffi0 
^©^-*3fl*flMrefcoT«i:<* AJ 9 6 7 7, L 7 5 0 3 5 54b'«fctf C P 
3 3 1 6 4 8*W^U\ 

(orlistat) tfcfi A T L - 9 6 2 (Alizyme) T&oT<fc<, t;VUX 
[0 16 5] 

^fcJSUT^ I ©fb^fetlfi^rT^fflba 5 -fen Cfeitf F/*5> 
) SSffiSPMSIttx ^7h7$> (sibutramine) , hfc^-F (topiramate 
) (Johnson & Johnson) £fc&7^y^> (axokine) (Regeneron) 7* 
&oT£<, S^F^Syfeitf F£9;*-F3W$U\, 

WO 9 7/2 1 9 9 3 (V. Cal S F) , WO 9-9/0 0 3 5 3 (KaroBio 
) , GB 9 8/2 8 4 4 2 5 (KaroBio) &£tfU. S. fcfcttfRNo. 6 0/ 
1 8 3 2 2 3 (2 0 0 0^2/3 1 7 ifcfJJgD fcg|^O^n>r FMz:/* • U^^ 
raoU<, ±KKaroBiotH8W3«J:tfU. S. EfflROfc^fojWffg; 

[0 16 6] 

7x>f;l/$x 7x-;l/^ , n/V-;I/75>$fc«vf-yF-;l/T^ 



(150) #^2 0 03-5 09 5 

[0 1 6 7] 

a i o^mt^mtm^irmL^^mMASMtLriA, a c emi 

. 7^tf»yi IMr^StnQW, NEP/ACEWi, Mtf 
[0 1 6 8] 

fyf^^OU. S. Wo. 4 0 4 6 8 8 9 £Ba^£ft&<fc 5 ^ 

h (-s-) j&^ofbSftflWfcn, ^byy/k -r&fc-^ i - [ ( 

2S) -3-^;V*^h-2-^f-;l/^nif*-;V] -L-7pUV«L< 
, £fc;fc£*JfU. S#I*FNo. 4 3 1 6 9 0 GlCffi&tE'tlZ&olZW&fuy 

[0 16 9] 

1 3 § * ;p* 7 h **r A C E WJMOffeOH^J L T«\ r c 
lin. Exp. Pharmacol. Physiol. J (1 0: 1 3 1, 1 9 8 3^) iZ^^kO) 
U>?T7Vfr (7x>f7/'J;K #50 , itffc krtfT'U Y S 9 8 off 
«ttf6tl* 0 

±IBU. S. #fFNo. 4 3 7 4 8 2 9£|&^^vftifr [N- (l-xh^> 
^;l/^-;l/-3-7x-;l/7 p ntf;l/) -L-77-;l/-L-^D'J^ "T&fr^ 
> it7^J;WJU^] ; U. S. 3#fFNo. 4 4 5 2 7 9 o»cra^©*x 
^^-f®^75/feL<^^5y^fc« j e(D^(D^"rn^ [ (S) -1- [ 
6-757-2- [ [tKo^- (4-7i-;W;W *X7Y-;W 
is] - 1 -**W^>;1/] -L-yn>J>Sfttt (-ten^U/l/) j&WSLV 
] ;±iEU. S. ^No. 4 1 6 8 2 6 7 tcWmQfrxy * —frT As* / 4 
7uV>fc$ta [*f;7*'J;WSU^] ; U. S. IffFNo. 4 3 3 7 2 0 

nc^o^X7^^;i/7;i/^/-r;i/§ii7 p n>;Mb^fe t J;t;u. s. #fFN 



(151) #g2 0 0 3-5 0 9 5 0 3 

o. 443297 1 lzrd7K<D*sXfr>T^-T- Mfc^OVvf ftfrtf^f 

O 

[0 17 0] 

No. 8 0 8 2 243«tt?6 0 6 6 8 &C|53tk<7) B eecham£> BRL 3 6 3 7 8 ; C. 
A. 102:72588 vfc<tt>* J ap. J . Pharmacol. 4 0:3 7 3 (1 9 8 
6$) £|38^©Chugai0MC-8 3 8 ; C iba- GeigyO, U. K. ^No. 
2 1 0 3 6 1 4 tcBS^OC G S 1 4 8 2 4 [3 - ( [ 1 -Xb^i/jij^V- 
3-7i-;V- (1 S) -tu\tM 7^7) -2, 3, 4, 5-f>7tHo 

-2-^v-i- OS) -^xr-eey-isffliHci] feitfu. s. 

ilNo. 4 4 7 3 5 7 5£BS^©C G S16617 [3 (S)-[[(1S) 
-5-75/- 1 -^/l/^^y^W 75/] -2, 3, 4, 5— fh7t 

Fn-2-^^V-lH-l-^>X7^.e^-l-x^^] ; Eur. Thera 
p. Res. 39:671 (1 9 8 6$), 40:543 (1 9 8 6$) K^<0 
■KZfVfr (7^-fe^U;K ;3-D>y;^No. 7 9-0 2 2fe<fc 

tfCurr. Ther. Res. 4 0:7 4 (1 9 8 6$) lC$\^<D7^7V >l (Hoech 
sst) ; Arzneimittelforschung 34:1254(1985$) Ic&tf<DR u 
4 4 5 7 0 (Hoechst) ; J. Cardiovasc. Pharmacol. 9:3 9 (1 9 8 7 
$) ^^(Oi/^-fV A/ (Hoffman- L a Roche) ; FEBS Lett. 1 6 
5:2 0 1 (1 9 8 4$) fcW^OR 3 1 -2 2 0 1 (Hoffman- L a Roche) 

; U. S. HlfNo. 4 3 8 5 0 5 1 teM^OU ;V (Merck) , -T>^ 
5yU;P (t77'J;1/) ; J. Cardiovasc. Pharmacol. 5 : 6 4 3, 65 5 

(1 9 8 3$) tC^^ y l/U /l> (Schering) ; Acta. Pharmacol. T 
oxicol. 5 9 (Supp. 5) : 1 7 3 (1 9 8 6$) fcHJ^OXt! ;l/ (Sc 
hering) I Eur. J. Clin. Pharmacol. 3 1. 5 1 9 ( 1 9 8 7$) 
ay\\) y ;V ( S ervier) ; U. S . #fFN o. 4344949 IC^V* 
i-yVfr (Warner- Lambert) $5&Z$ Pharmacologist 2 6:2 4 3, 266 

(1 9 8 4$) KlBS^OC 1 9 2 5 (Warner-Lambert) ( [3 S- [2- ( 
R) (*) R (*) ] ] 3R (*) ] -2- [2- [ [1- (ih+S/*;l/^- 



(152) 0 03-5 09 5 03 

Ad -3-7x-;l/7o^] 7^/] -\-**V7u\Z)V\ -1, 2, 3, 

4-fF7tKn-6, 7 1-*^- 3 — r y^y y >*;1/^>»h c i ) 

; J . Med. Chem. 2 6:3 9 4 (1 9 8 3¥) 4 2 2 1 ( 

Wyeth) W^nSo 
[0 17 1] 

»su^ACEfflHaffiitt, #7h:/y;k *s//yy;w x-^yy;k ys/ 
/^y;K ^^y;K ^-tf/y/K 7x>f-ryy;K 557y;M3«fctf* 

3L*i/7V)l< (moexipril) T*fe5 0 

Wfflfflmt+®.3Ly\t^7*?>-i£ (nep) ffliftJSHtfcr^^x^yglft 

Jgfi (ACE) *»WTOffiflltCiM3S:NEP/ACE«Iiei 
*J©JWWW4:LTy\ U. S. #fFNo. 536272 7, 5 3 6 6 97 3. 5 
2 2 5 4 0 1, 4722810, 5223516, 4749688, 55523 
97, 5 5 04080, 5612359, 5525723, 3— O y/VRfftmm 
0 599444, 0481522, 0599444, 0595610, 0534 
363A2, 534396, 534492, 0 6 2 9 6 2 7 A 2 tC|5f|^©fe<3D^ 

[0 17 2] 

±ffl$$t/mmvtff£L^£&fe'ZtircN E P/A C EWJim<klffOH!i 
*S$?£L<, Sfe^Sb^Oti, tfV/^HJ^yl- (omapatrilat) , BMS 1 
8 9 9 2 1 ( [S- (R*. R*) ] -^^h Fn-6- [ (2 -^/I/^r/h 
) - 1 -^V-3-7xn;l/7 P ntf;l/) 7^7] -2, 2-S?^^-;l/-7-* 
*y-lH-7Mflfy-l-BBB (y^e/^y^yh (gemopatrilat) ) *5«fctf 
C G S 3 0 4 4 0t?fe5o 
[0 17 3] 

^nSfeOTftV^ 7-"*9— (irbesartan) , D^-#X 

£y, ^y-rlf— £y (candesartan) , -r;l^+J-— £y, £y-9"— £ ygfcte 



(153) #g2 0 0 3-5 09 5 

i/nt-^iW^n, 7-^-9— *y, uy-tyztcfc/VW-Zytf 

i*AI imtM«»0. l-5 00mg, »SUttfi5-2 0 0mg, «fcD» 
SKWlO-l 5 0mg<D$6Hl%DMT^rf5o 
[0 17 4] 

ACEflHMM. T^tf^VI iJ^ISfcttNEP 
/ACEWJiH l?IO. 0 0 5~1 Omg/kg, #£L<«»0'. 0 1-1 

[0 17 5] 

*W*»fcHI^©A C E#JMftl&«fclf A I I ^^JMtftcfteOtaiSAJE^J©^ 
gL^fflgli, £§rJ£©7 ^y^yX--rX* • U77l/>X (PDR) tcf2 
«Sti«Ji.i:3Wl»«nJ:5. 

hU^^yh (Vanlev ) , 7 VU*?\> y • ^yix- h (amlodipine 

besylate) (Norvasc GftSMK) ) , £&7Wfy (Minipress (g^ffi 
SO ) x ^/^/k -7xv?lfy, -f Fn— ;K ^;l^7-tfA> 7xO^> 
N - V;l/>yt?y (nisoldipine) > >TX5^lf> (isradipine) N 

(nicardipine) \ 7f/n-;K *;l/^^n— ;V (carvedilol) > V£n— ;P 
x K^y^y. 7*n7*7/o-;K fc^mfig^n^y (Cat 

apres (SMffl) ) *Wf 
[0 17 6] 

3 I ffi^ti: T^ffl L a 3 $Jft$ L T » > HFn^nofT^K, 

h^-fe^K (torasemide) % 7nt$ F, Xtfn/-^ F/fc'iQV^^ K 

S I 0*»Wfk*»fca^i:Tffifl! L 5 Ztfjk'}*min£ Ltd 7X tf y y 
n ^nlfK^U;!/ (clopidogrel) , ^tuMVy (ticlopidine) > WV #* 



054) 8*20 0 3-50 9 5 

— ;k Tfi/^i/^y (abciximab) > f-uy^/Vy (tirofiban) N jy^-y* 
/^F (eptifibatide) „ 71-?\sVY (anagrelide) $5<kfrV7x hu/Vy ( 
ifetroban) #W£n, £ F^lwkJS £tf7Xt?i J LV\ 
[0 l 7 7] 

tnA/J«K^«, PDRfc^nSfiT-^ffl$nT«fcV\ ^7ifD;^tt 
, U. S. #fFNo. 5 1 0 0 8 8 9tClB«OSTffifflL9So 

7 (7U>Kn*-h (alendronate) ) (Fosamax (£@ftflD ) #W5tt 

«o «ffl««^ PDROEKJclp-rSd 
[0 17 8] 

jft#ffi^fcar*wois«fflj«w«^*fliv^TfTftd c fc*«T?*« 0 ens© 

tt, 50-2 0 00mg/|««jf$l< % H35lW!mfttt2-4|0 
[0 17 9] 

»wiS:#fl!ojH@!Wft*^'b;i^!ltt; Siofk^to (2 5 0m g ) , ^f- 

X (7 5mg) ^tfXfTy^^^^A (1 5mg) *tt?Z> 0 
VB%6 0*yi/3.ffil<:MU No. \V?*yi37>b)Uzim?Z>o 
&Mifi%i&$tmMffllZ, S I <D<tiWB2 5 0mg^/W7;W^it» 

[0 18 0] 



055) #^2 0 0 3-5 09 5 

Ph=7i-;l/ 
Bn=^;l/ 
t-Bu=^->t'J7f;l/ 

E t =xf-;l/ 

TMS = hU^f-;l/S/y;I/- 
TMSNs =hU^^;^>U;V7^K 
T B s = t -7f-;V^^;W>U;l/ 
fmo c =7;l/*u-;i/>i h4^>#;l/jfc;i/ 
Boc = t-7b^>«-;l/ 

THF=fh7tFn77> 
E 1 2 0=^xf;l/x-f;V 
hex =^\^+)-y 
[0 18 1] 

E t 0 A c =fm^^ 

DMF=v ? ^ ^;l/*;l/A7 5 K 

EtOH=x£/-/V 

i-Pr OH=^vyp/V-;I/ 

DMSO = i/7m;I/^>K 

DM E = 1 , 2-i/*h3rz/JL$y 

DCE=1, 

HMP A=^-9-^f-;l/'jy^hU75 F 

HOActfettAcOH=ftl6 

T FA=h'J7MoftSS 



(156) ^2 003-5 09 503 

i-Pr 2 NE t =>>W^ , ntf;Vxf-;l/T^y 

[0 1 8 2] 
E 1 3 N = hUx^;V7^> 
N MM = N - * ^/t/^;l/# U V 
DMAP = 4-^W5/e'J^ 
NaBH< = H;*.k 

NaBH (OAc) , = > U 7-fe h+^^zKJlfl:^ h U *A 
DIB A LH=7jc^fb>VV^;V • 7;l^x-7A 
L i A 1 H< =7j<^fb , ;^'>A • 7;l^-^A 
n-BuL i=n-7f;l/Uf'i'A 

P t Oz =Wt7 ; 7 s }-i- 
L i OH=7jc&ftU^A 

. k 2 cos =mm^v^L, 
NaHco 3 =mmwti-hvyL> 

DBU=1, 8-^7+Plfi/^D [5. 4. 0] ^f^-7-l> 
[0 18 3] 

EDC (£fcteEDC -HC 1) gfcteEDC I (IMEDC I •HCl) 
£fc&EDAC = 3-x^;l/-3' - (v^;l/75/) 7nfc!/l/-#;l/#:^r 

H 0 B T IfcfiHO B T • H2 0 = 1 - 1 F n >^ y V> ij 7 y-;I/7k^^ 
HOAT=l-t Fn4^>- 7 -7if V* F U 7^/-;V 
BOPM^=^V > /hU7 x /-;P- 1 — (>l**i/-hVX (>^7l/7^/ 

NaN (TMS) 2 =^s^r^r^^-)Wi/ : yi/Y • i~ h V V 2*3. felt ¥X (FU 
*f7l/$"J/V) 7^F-*FU , 7A 



(157) #^2 0 0 3-5 0 9 5 0 3 

Ph 3 P = h'J7x-;l/^7^y 
Pd (OAc) z =I1/<7^A 

(Ph 3 P) 4 Pd=xh5*X- h'J7x^X7^>-^7^9A 
D E A D = v ? x^;V7y > > ? *;V4-^^lx- h 
D I AD=->VV7 P olf;l/ry^;V^->U-h 
Cbz-Cl=^»^DDW-h 
CAN=flMHrU»>^ (IV) 7>€-yA 
[0 18 4] 

SAX=3l7-*yS3W» 
Ar=T;l/3fV 

m i n =^ 

hSfc&h r=l$ia 
L = U«,h/V 

m L = 5 'J 'J 7 

mg = 5'J ^'^A 
mo 1 =: 6;1/ 
mm o 1 = 5 U -t/b 
meq = 5'J|f 

RT=Iffl 

s a tgfctts a t' d=g&fl| 
aq. =7jc14 

T L C =mJB?w? h^y^f- 
HPLC =*ttfig«[ft^D7 h^77^- 

LC/MS =Ut^^n7 h ^5 7 4 -AXX^^ h n * h U - 
MS$fc«Mass Spec=7XX^^hn^by- 



(158) 



#^2003-509 



NMRWh;Vf^:s=-im d=:» m^m br 
=7n-K> t-HMttft 
mp=Sll 

[0 18 5] 

mmm i 

[fkl6 9] 



KiTHF (3 0mL) t0 4-tFo^MyX7^fl: F (1. 7 0 g, 
12. 3^U^;l/K 5-7x-;l/-2-^f;I/-tW-;l/-4-x^y- 
;l/ (Maybridge ; 2. 5 0g, 14. O^U^E;!/) m*Ph 3 P (4. 2 0 
g, 16. 05U^r;l/) OOtM^ DEAD (3. 2 0 g, 15. O^U^e 

x/EtOAc = 5 : 1-5 : 2 KttLT, ±KA<k^ft (2. 

4 7 g> 6 5%) «M^WJMS«««l«»?»Se 
[0 18 6] 
Al. ±IBAT;1/T f t KSfiiOgiJJS 
( 1 ) 
lit 1 7 1 ] 




A. 



Hfcl 7 0] 




(159) 



#52 00 3-5 09 5 




CH 2 C h (1 0 OmL) +<D5-7x-;l/-2-^f-;l/-^-9-y-;]/- 
4-x^/-;l/(20. OOg, 0. 0 9 8^/1/) <D-5°C^£, 
*-;l,*nDK (12. 4 0g N 0. 10 8^1/) GaREfc) 
o -5Vfcni%W&, E 1 3 N ( 1 1 . 1 g N 0 . 1 10^71/) *3 0ftl,zt>rc 
Dtf>o< D2ll*.3 (rtSPffijgK 3 °C) o fci&m%RTlcj}n&#Ltb, lhljfb 

£7jcf$HCl 50mLX3) T^^ 0 ^y/W^ Lfc7j<'l4Jg£C H 

2 C 1 2 (5 OmL) TftfcBf £ 0 
[0 18 7] 

3ysU>Lttmfo&M*:, satd. NaHCOs 7jq$?£*5£tfjS7j< (#5 0 
mL) (Na 2 S0 4 ) U ~3 0mL®m%T*mmt% 

o t -7*;l/x-x;l/ (1 2 OmL) ig^£«£hr3£, 

U MJEEI^LT, ^^->l/-h (2 3. 3g, 8 5%) ^frfeWfcT^ 

-I^0£$tJ*^-h£f#3 (3. 3g, 12%, h-£;MK3S=9 7%) 



[0 18 8] 



[fbl 7 2] 




DM F (1 1 OmL) +<D_hfS* ^ I* (13. 6 g, 0. 0 4 8W , 



(160) 



&S2 0 0 3-5 09 5 



4-t Kn^^XT^xtlF (7. 0 9g, 0. 0 5 8^1/) fc.itfKz C 
0 3 (9. 9 5 g, 0. 0 7 2^1/) £>iES1&£\ 1 OOWZhtiimtZ 
#THPLCfc:«, SiS^T) o n$VS*RTlzftW-£Ltb, ^T*** (40 
OmL) 3 0ftMim?Z>o Mfo%.J&V3%:ffimU ^Jc (2 5mLX3 

) T^V\ 5 0~6 0°CT— ^MJE^-T^o ffl4«MTBE/^yi 
D^AftLT, 7;l/f t F (±iEAlffc^|) C12. 2g, 8 2%, 2lRf£) 

[0 18 9] 

B- 

[ffcl 7 3] 



DCE (lOmL) +<DN-^>i?)V7Vz/y • if;l/iXr/V (4 3mg, 
0. 2 2^1;^) &J;tf±fEA Hfc^tl (5 2mg, 0. 175U^;l/) 

NaBH(OAc) 3 (56mg, 0. 2 6 5 D ^/l/) ^|^^ 0 KiSffi^ 
(1 2l#ra) ^L<^-r^o taftNaHCOs 7j<^ (1 OmL) % 
ill^s ZE^tf^EtOAc (10mLX3) -?m&?% 0 LfcWMI 

(hex/E tOAc = 4 : 1) ■HXbfcm^tlK (1 4mg, 27% 

) J-XWCx ±iaBfb^ (4 5mg, 5 5%) £$M&fa«tf-e*f3 0 
[0 190] 

C 

[{bl 7 4] 





(161) 



#£2003-5095 



Me OH (2mL) +<D±fEB{t£tl (45mg) <Dffi&fc, 7M£NaOH ( 
lM^E 3mL) *1MKZ> 0 (1 4 h) »U &l^3i*J©zMt 

HC1 (lMttK) TpH5lC»ttfl:-r*. M**E tOAc (10mLx2 

) -eaitBu *>'W>LitimkmBit&fcm\,\ &m (Na 2 soj t 

H (2mL) feitfzkttNaOH (1M»«, 3. OmL) fofcfflU '&t>ft2> 
5hSI^n o ±ie©^ftiaj7-^T^y (workup) *ff*V\ 
MOWfcMSfc&HttTftS (2 8mg, 7 1 %) o [M+H] + = 4 5 
7. 2 

[0 19 1] 
[fbl7 5] 



DCE (2mL) +®^Sgffl 1 / k{t^% ( 1 4 7 m g, 0. 4 7 95U€r;l/ 
) fc<fctf^U$/>-x^;l,xXf7l/8«fi (7 3mg, 0. 5 2 5U^;l/) 

Et 3 Nfe<ta*NaBH(OAc)3 (15 6mg. 0. 7 4^>;^;l/);£ 
*JI^ KJ^fcRTT?— &Jt#"fSo 75r>a^D7^77>f- (hex/E 
tOAc = 7 : 3-2 : 3 0®»W^iB) «ot, 35mg (2 1%) 
^>^;l/^Ui/yxxf;l/ (Mmmz/kit^W S&fc, l 2 7mg 




A. 



Cffcl 7 6] 




062) #^2 0 03-5 0 9 5 

(6 7%) ©^/^y^l/^U^yxX-r^ Qfe6fcW3/Afk*») £#3o 
[0 19 2] 

B. 

at 1 7 7] 




M e OH (2mL) $5<fct57.M!£N a 0 H (lM^E 3mL) +©^fifiM 1 / 
AfkSto (3 5mg, 0.051 $y*;lO OfflKft* 1 2 hftlf&Iffirf £ 0 * 
ttlM-HC 1 fczkttlM-NaOH^ffl^T, p H 5 teWBEU 

EtOAcTWS (3B) o 3>/^Vbfe*«*tiJll!%«*T«sV\ 

(Na 2 so 4 ) u m&mmLrm^t^m d 3m g ) 0 

[M+H] + =6 5 8. 2 
[0 19 3] 

Utl 7 8] 

CH, 



A. 

[fbl 7 9] 



CH 3 



l/Aft^^l (1 4 7mg, 0. 4 7 9^';^) 43«fcr>*^';->^ • xf- 



#^2 0 03-5 09 5 



;l/X*«r /I/EBBS (7 3mg) ©DCEM^ Eta N*5<fctfN a BH(0 A 

c) 3 (i56m g , o. 7 4^v^)V) y^yiyjL^u^rh^y 

■4 (hex/E t OAc = 7 : 3-2 : 3 0©»W^lE) *frftoT, 1 2 7m 
g (6 7%) ®mBfl:M£ft*. S£fc v W£*J:LT, 3 5mg (2 1%) 
©tf X-^y^l/^U i/^x7f;I/ QtEjtffil2/AfkjWfc) *#5 0 
[0 19 4] 

B. 

[ft 18 0] 



zkttNaOH (IMiE 2mL) fcitfMeOH (2mL) +<D±i2A{fc^ 
«3 (7 2m g> 0. 1 8$U*;l/) <0»«%, 3hl^„ RjS«**tt 1 M 
-HC lTpH5fcMEU IK*E tOAcT»lflt« (3 

■ > 0 n>/U>bfeWWmW*itefc-eiJfeV\ ftjft (Nai SOO U ME 
i®tiiLT&ftmfc&f9, Ctl^KHPLC [YMC S5 ODS2 0 mmX 
1 0 0mm*7A^Jfl|, 7 0%A/3 0%B~1 0 0 % B O^M^BST 1 0# 
iHBi2 0mL/^ ££T\ A = H 2 0/MeOH/TFA (90: 10: 
0. IK B =M e 0 H/Hz 0/TFA (9 0 : 1 0 : 0. 1) ] vmMLX 
. WtBfcGto (1 Orag, 1 5%) *m&Mtir?'&Z>o [M+H] + =3 6 7. 
2 

[0 19 5] 

mm 4 

lit 1 8 1 ] 




jJ^C0 2 H 




(164) ^2 00 3-5 0 9 5 0 3 

DCE (lmL) »K>5£: 
[ffcl 8 2] 



CH, 



(07^/ • t-WxXr/P (0. 0 4 0 g, 0. OQS^U^) (iifiitj 
frfUz- F (0. 0 14 g, 0. 1 2 0$'J^;W &£tfDBU (0. 5mL, 

2. 9 6^';^;!/) ©^m^ ot-eshjfjrrso 

[0 19 6] 

TLClC^tK (:0^-eSJ^OH7^E^e>n§o EtOAc (lOmL) 
W$ffl£H 2 o»\ ME^-r^o ^Sfatt^CHa C 1 , /T 
FA (1 : K lmL) fc»»'U R T 1? 5 h U ^"MEWW*. S 
i^MHPLC [YMC S5 ODS3 0mmX2 5 0mmI«A7A;JI 
St=2 5mL/^ ; A/B (7 0 : 3 0) ~1 0 0 B<D3 0#31ffi43fiB, llT 
> A = H 2 O/MeOH/TFA (90 : 1 0 : 0. 1) *5<i:tf B =M e 0 H/ 
H 2 O/TFA (90 : 1 0 : 0. 1) ] /OfiMHLT, WEfcfttt (34mg, 
92%) *»«»^»S 0 LC/MS (xl/^hux/l/-) fcj;^ flllB'fb'd- 
tyoyjEWz [M+H] + = 4 0 5. 2£#3 0 
[0 19 7] 

[fcl 8 3] 



ft 



(165) 



#^2 0 03-5 09 5 03 



THF (2. OmL) t©2-^OD^/W-;l/ (2 0mg, 0. 13 
1 5=y^;l/) N ^: 

tffcl 8 41 



^-7^^-^f;I/XXf;I/ (5 2mg, 0. 1 4 6^1? ^E7l/) (*fVi/y- 
xf;l/xxf;l/HC l %>fVi/y • ^f;i/xxf;VHC l ££&U Ms$i7/ 

OEt 3 N (0. 5 ml/) i'-fr^a.-'flCT 1 0 0 ncMfcU L 

C/MSTfaS^ER-rSo 
[0 19 8] 

4B«fcffl«75>tf»fc*-* 0 £JS$£RT£ft*PU KSSSfcTKttL i 0 
H (1MSE 0. 50mL) £*lx_So »**R TT?5 hflHSLifcfc, ArcK# 

[A/B (7 0 : 3 0) ~1 0 0%BO3 0^m4E, CCT\ A = H 2 0/ 
MeOH/TFA (90:10:0. 1) fcitfB=MeOH/H! O/TFA 

(90:i0:0. 1) ; ?5fiB§= 2 5 raL/^ ; YMC S5 ODS30X2 
5 0mm»7i.] TffifSLT, M e OH/H2 Ofr £^££|£*£f£fc: N ffiSB 
ft^l(5 2mg, 8 2 %) ZMfoV&Zo [M+H] + =4 8 4. 2 
[0 19 9] 

[fbl 8 5] 




CO2CH3 




[ffcl 8 6] 



4^2 0 03-5 09 5 0 3 



HC 1 ^'J^V^^X7f;l/HC 1 ££$lT5£Wi> H»J3/A©fB 
*tc*i;«5l) MffllSfcHMMcLT, «HBff:*tt (1 3mg N 2 1% 



HjRTHF (75mL) t©3-t Fo^>X7;l/ftK (3. OOg, 
24. 6 5U^;l/K 2-7x-;l/-5-^^;l/-^-9-y-;V-4-x^y- 

;U (5. 0 0 g, 2 4. 6 5';^;!/) fe«ktfP hs P (7. 1 0 g, 27. 15 
GOXf&tfcs DEAD (4. 27m L, 27. UUW *10^ 
tefcfcoTJfinFTSo »ft-*U^fe»«*RTlCiilifl«&L«>, RTT2 4 h 
}f#f3o jfffi«)mU ^D7b^77^- [S i 0 2 ; 1 0 0% hex- 
hex/ E t OAc (3 : 1) QgRftftRE] fcttLT, ±EA{k^»^»»fett 



) fcttflrT*,, £«0!l6 : [M+H] =4 8 4. 2 
[0 2 0 0] 



Cfkl 8 7] 




Htl 8 8] 




(167) 0 0 3-5 0 9 5 0 3 

twttlffltrcfcs (4. 0 1 g, 5 3%) o 

[0 2 0 1] 

A. l. ±KA7/VxfcK«3i<!>gUfc 
[ft 18 9] 




CH S 



CH 3 CN (2 0 6mL) «t»©3-b FD^M^l/fH F (9. 1 g, 
0. 0 7 45'J^l/) (DMIC> K 2 C0 3 (10. 3g) J&ilfcSo 
WS+90 o admi&U 9 0rT18hJBW* (CO^iCPiMffHPLCfcJ: 
9£J»7) o £jS«&RTfc:fta]U WEtOAc (5 0 0mL) 
U H 2 O, zkttNaOH (1M»E 10 0mLX2) fc£tf£7j<T*2ft? 0 *f 
ttfl^m (MgS04 ) U UJ±mM?Z>o »W«j»*^n7h^7Y- 
[S i 0 2 ; hex/E tOAc = 9 : 1-4 : 1] £#LT, ±fBA7;l>f f t: K 
(12. 7g, 6 7%) ^IMS»T^5 t 
[0 2 0 2] 

B. 

[fbl 9 0] 

CH 3 

Me OH (30mL) +0±SEA Hfc£& (4. 00g> 1 3. O^U^/V 

) > VVi/y- t-7f;Pxxf;^i£ (2. 40g, l 4. 3 5U*;lO & 

«fctfEt 3 N(2. 18mU 15. 7$'J€;1/) OjSM, RTT'6hI^L 

x ^-eo'cfciwrso mm^^yomm^s otttMeOH domD 

tON aBH^ (5 9 4mg, 15. 7 ^ U ^E/l/) 1 5^tfcftoT 



(168) 



003-5095 



WILT, MeOHft|»&r«. EHtfcffflfckteH C 1 43<fctfE tOAc C&5 
OmL) Mte#BW*o TkftJgfcE t OAc (5 0mLX2) Tj*(tif5. n> 
/W>Lfe«IW*W«|*ftii (Na 2 S04 ) U «EEWILT«ft«PKW*» 
N CftfcS i 0 2 '£T*nTh^7>f- (hex/E tOAc = 4 : 1-2 : 3 
OSBW^WE) tetfLT* ±EBft^»*tt«*aEft»««nf#S (4. 82g 
* 8 8 %) o 

[0 2 0 3] 

C. 

[f fc 1 9 1 ] 



DCE (5mL) +<D±f2B{tS^ (0. 4 0 0 g. 0. 9 5 51^1/) 
D*4-7x/^>X7;l/ftK (0. 216g, 1. 0 9 5l>*;l/) 
^ NaBH(OAcv) 3 (0. 3 0 0 g, 1. 4 , ^THOAc 

(25/iL) ZiMZZo &JS$£RTT2 4h.Jt#-f£ 0 #*rH P L Ctc£ & % 
1 0%O*S*StH5HWt^ft43#ft , rSo SU^r^-rbF (3 0mg) tNaB 
H(OAc) 3 (6 0mg) SJEdfrSrR T^^te 1 8hJB?Lft^ S 

*S«*»7"r«o «»«*ttNaHCOs (10%»i, 50m L) J:E tOAc 
(50mL) MtC^IBt* So 7f<1£j5£E t OAc (2 5mLx2) T*J*mf So 
3^/WyLfcW$ftmt!£7j<14NaHC03 (10%^E 15mLx2) T 
f£» (Na 2 SO. ) L* «EE»WLT±8aCfk^ia (5 2 lmg> ffiftl 

[0 2 0 4] 

D. 

Hfcl 9 2] 




C0 2 tBu 



(169) 



W*2 0 0 3-509 5 03 




JJECffc^tofcCHC 1 s (2mL) 43«fctfTF A (1. 5mL) £?£ft?U 
^RTT2 4hI#f5 0 rS^MEEMU ^I^HPLC [YMC 

S 5 ODS20X25 0mm*7A ; A/B (4 0:6 0) 1 00% 

&fflB<DMWi£}ffi, ^JA = H 2 .Q/MeOH/TF A (90: 10: 

0.1) fe<fct/}$£ijB=MeOH/H2 O/TFA (90: 10:0. 1 ) ] T 
m^?>o i»MeOH/H 2 Ofr5>itl5£&LT, mUT^/m (3 1 2 
mg, 2X-r»y^ct»fcD 4 8%) £^£>T F AigTlfS et7*7-f 
MHID o [M + H] + (xU^hox^M = 5 4 9. 3 
[0 2 0 5] 

Ktl 9 3] 




DC E (1. 5mL) +(D& : 
[ft 19 4] 

CH, 

(D75/-XXf;V (3 9mg, 0. 0 9 25'J€;l/) (^j4©ieit$C 
> 2-t7b7^fl:F (29mg N 0. 185=*U^/K> fcitfN a B 
H (OAc) 3 (lOOmg, 0. 4 7 25Ut;l/) OS^i^ RTT16h 
Mft-fZo TFA (1. OmL) J&JjliL RTT£££l 2h 



(170) ^2 0 03-5 09 5 0 3 

tmtZo »6tl5«»*MeOH (1. 5mL) T*tf 

»jSU SflRHPLC [YMC S5 ODS3 0mmX2 5 0mmi37 
A; 1 0 0%A~1 OO%B(0^2 5mL/#©g^3O#£jE, C£T\ $ 
£|JA = H 2 O/MeOH/TFA (9 0 : 1 0 : 0. 1) fe<t»jB=MeO 
H/Hz O/T F A (90 : 1 0 : 0. 1) ] T?»«LT, mM^^IBfb^l ( 
3 9 m g , 6 8%) «M0NmttMr?ff S. [M+H] + =5 0 7.3 
[0 2 0 6] 
9 



CHj COjH 



Utl 9 5] 



A. 

[ffcl 9 6] 



<^sk oX^^H^ 

CH 3 COjH 



CH 2 C 1 2 (4 OmL) +<Di£ : 
Cffcl 9 7] 



CHj 



075/it-7f;l/xxf;V (1. 8g> 4. 2 7 (HflfcM7/B 
®JE*fc*i;«5i) fcitfTFA (2 OmL) <OW®?k, RTT*-fflm?Z> 0 
mm*mE.mMU %m*CH 2 C 1 2 tejS?fl¥U NaHCOa ■#^UT, 

jMchz c \z -emtrz GfflBi© t f a 0 n^/v^ufcai 



(171) #^2 0 03-5 09 5 0 3 

SmffiLT, mM7^/^©±IBAfb^tl%#S (1. 4 8g, 9 5%) o [M 
+ H] + = 4 5 7.2 
[0 2 0 7] 

B. 



[fbl 9 8] 



ch 3 co 2 h 

i 

^TlC^tm^mi^m^\ mm^^y'yV- • ^> (library run) <D 

2mL©CH 2 C 1 2 +cD±IHAT5/^fb^tl (2 7mg, 0. 0 7 4 5'J 
■=e;W (4-^DD7i/^» -3-^yXT;l/xt:F (8 6mg 

, 0. 37^)^) , NaBH(OAc) 3 (79mg, 0. 37^U^;b) & 
£tfHOAc (0. lmL) ££l;l£o MJS^RTTl 5him 
[0 2 0 8] 

Varian S AX*- h U y& (6mL*7it3 gOUSaWW, 0 
. 3meq/g) fcfflV^BfctttHfc: J: TE«ffiO#*T?fl|«'rs. 

1) *7^MeOH (1 OmL) feitfCHz C 1 2 (2 OmL) TftSM 

2) £j&»£to£S AX*7Afcil*S 

3) *7^CH 2 C 1 2 (1 OmL) >Xf & 

4) *7^1%TFA/MeOH (3mL) TUyX-TS 

5) M^l%TFA/MeOH (2 OmL) TJSHf 5 

[0 2 0 9] 

£#&fi68£ (7T'yy5^e03^W>l/:i^) £\ Speed Vac^ffl^ 
Tl QhWfaLX^ m^fiSctl (2 5mg, 4 9%) *Mfo?'fe%> 0 i&MHPLC 
M [YMC S5 ODS4. 6X3 3mm#^2^ 10 0%A~10 0%B 



(172) 



#^200 3-509 503 



OjiH&JBE, 2fts ^6i5mL/^ Z£T\ ^JA= 1 0 %M e OH/9 0 % 
Hz 0/0. 2%H 3 P0 4 , ^JB = 9 0%Me OH/1 0%H 2 0/0. 2 
%H 3 P04 ] ££9, £$^£=9 2%#gga6£>n3 0 LC/MS 
(xlx^hnx^l/-) &c«fctK ^IBfb^OiEifl^^^y [ (M+H) + 
= 5 8 3] *®2>o 
[0 2 10] 

mmm 1 o mmm^y^^ Fzm^z^m) 

[ffcl 9 9] 



DCE (1. 5mL) +<DxS : 
[fb2 0 0] 



©7^7^(14mg, 0. 0 3 (2«6ffl9/A0IE*fc*fc«36 
K 5- (4-^nn7i-;W -2-7;l/77;l/ (1 6mg, 0. 0 7 6 5 'J 
^) <3itfNaBH(0Ac)3 (72mg> 0. 3 4 ^ U ^/P) ©iE3^£\ 
RTT16h^n o 
[0 2 1 1] 

^TiS^fclT F A (1. OmL) RTT?^ 1 2 hl^o 

if^^MJE^f^o if»n5»MeOH (1. 5mL) T#^U ffiA 
U ^HPLC [YMC S5 0 D S 3 0 mmX 2 5 0 mm*7A I 1 0 0 




ci 




(173) 



#^2 0 0 3-5 0 9 5 03 



%A~1 0 0%BOaB$2 5mL/^©jgl^3 0^BEs CCV y m\A = Hz 
O/MeOH/TFA (9 0 : 1 0 : 0. 1) v B =M e OH/H2 0/1 F A 
(90:10:0. 1) ] T?»«bT, mWDWR&mil (39mg, 68%) 

[0 2 1 2] 

$mm 1 0 a 

[fk2 0i] 



^hplc icnt zmmm^mz&rFcDM r> \cm^tt* 

fflS7Cte75/ffc£j£to£, S A XtJ-hVy*? (United Chemicals; 6 
mL*5A+3g©lK»»|, 0. 3meq/g) *ffl^«mttkt&(C£Dx TIE 

1) *7A^MeOH (5mL) fcitfCHz CL2 (5mL) Tffllt 

2) RjfflB&to (2mLOCH 2 C 1, T^ffi) ^SAX*7AfcM5 

3) *7A^CH 2 C 1 2 (8mL) ^XTS 

4) OT?:l%TFA/MeOH (2 OmL) T*®M?Z> 

[0 2 13] 

£fi&1WWiH#*, Speed VacftfflV>T 1 6 hMJE^LT, fi£jSHf«ft 
So cn£CH 2 C 1 2 /Me OH (9 5 : 5) iCifeML, ^UAWA-MJ 
(S i O2 1. 5 g) M?:CH 2 C 1 2 /Me OH (9 5 : 5 

> 8mL) T«flt-rs. £j«»S*fiia^ Speed Vac^ffl^TMJHIISU 

l«HPLC5Mff [YMC S5 ODS4. 6X3 3mm*7A, 10 0% 
A~l 0 O%B0 2#*R40& M=5mL/^ dclT\ }§£ijA=10%M 




(174) ~ ^S2 003-5 09 5 0 3 

e OH/9 0%H 2 0/0. 2%H 3 P0< , ^JB = 9 0 %M e 0 H/ 1 0% 
H 2 0/0. 2%H 3 P0 4 ] IE**), §EJlto0M9 2%imH>bto 9 £££ 
, LC/MS (il/* hox:/l/-) «Bfc^OiEIlfe»'f*>' [ 

(M+H) + = 5 8 3] £f#5 0 
[0 2 14] 
1 1 



CfL2 0 2] 



CH, CO a H 



A. 

Kt2 0 3] 




5$: 

[ffc2 0 4] 



Ph 




H 

CH 3 COjfcBu 



©7$/-t-7f;HXf;K0. 3 3 9 g, 0.. so^uw $I$2M7 
/BOEEfciPWKie) , 4-tFP^WX7;l/ftH (0. 1 2 7 g, 1 
. 0 3 ^U^V) fe<fctfN a BH(OA c) 3 (0. 5 10g, 2. 4$U€-;V) 

[0 2 15] 



(175). 



#^2 0 0 3-5 095 



o 3 Tffi$o *®m*im (M g so 4 ) u msmmtZo a^*%^o7 

h^57^~ (S i0 2 ;^W/E tOAc=3 : 1-1 : 4) fcttLT, 
F 5 / xxf Wk^i (0. 3 8 1 g, 9 0%) 

[0 2 16] 

B. 

[ft2 0 5] 



CH 2 Ch (lmL) f©±IBA7xy~;WI:^ (3 Omg, 0. 0 5 7 

SU*;!/) oiSSKfc:, RTT-3-7;i/tD7x^;i/#oyi (i 2mg, o. o 

i»*.So 5^©jww, 84»iccu(oac)i (i^M) > Eta n (smm 

fcMto £J8**RTT6 0hj»*U 5Mff.HPLC*J:tfLC/MSKi't)£ 
fc&fc, gUfc#ny» (l. 5 Mitt) 0 SJSfl^fttttlU MJEil 

[0 2 17] 

£$c^f£\ United Technology S CX*7A (6mLi7^A»t»2 g<D10^ 

1) *7^MeOH (1 OmL) 43<fctfCH 2 Ch (1 OmL) T*V®gM 

2) ^£g/.NM0CH 2 C 1 2 te»#U S CX*5Afciiit5 

3) £-bU yv^CHz Ch (2 OmLK CH 2 Ch/MeOH (2 




(176) 



#^2 0 0 3-5 09 5 



0%MeOH, 2 0mL) fe«ktfMeOH (2 0mL) Tig^bTjJfed 
4) £jE8«M&0.*5'N-NHs /Me OtiftmimmtZ 
[0218] 

SSfctt, ^m<Dxxf;^#50t, aWK©^nv>^97-f- (S i 
0 2 ±) o t-7f;l/XXf;^30%TFA/CH 2 C 1 2 $ 

^-ttltSo 8«#£llfc£U ^M^CH 2 C 1 . (lmL) 
x Speed VacTffiEEmmLT, mMO^IB^tl (3 Omg, 7 7%) 
o IttHPLCMWD, £jfttt^9 0%tfe&&tlS. 
tiD, Ufa«Efl:**OjElia^-<*y [ (M+H) + = 5 6 7] 
[0 2 19] 
^flfifll 1 2 
[fb2 0 6] 




A. 



[ft 2 0 7] 



Ph 




1, (4mL) : 

[ft 2 0 8] 



Ph 




077) «*2 00 3-5 09 5 

(D^r75>-t-7f;I/XXr;l/ (1 1 Omg, 0. 265U ; e;l/) (Mt&M 

<mmiz, : 4 - t^^;i/7x^M&>ii4 7 nig 

, 0. 3 1 5U*;1/) fcitfNaBHCOAOa (165mg, 0. 

;W ^jt^LTAl^So ffl^£RT-?3hjftJFf5 0 ##TH P L C££tf L C 

^nTh^77-f- (S i 0 2 ; 'v^X/E tOAc = 3 : 1~1 : 1 (D& 
mMSSS) izHLX, SIBffc^J (1 3 3m g, 9 1%) £*fti§We?#So 
[0 2 2 0] 

B. 

[ft 2 0 9] 




WTte5*fiifM&ffli\ ^fli^^^^u- • ?y<D— ^tbx, mutatis 

CH 2 Ch (lmL) +0±EA^nyKfk^rtSf (40mg, 0. 0 7 25 
U^V) m-*l^/-;l/ (2 3mg, 0. 2 2 5yt;l/) 43<fctf4A 

(1 5 0mg ; 4 0 0tT^I^JI) £*l*3o 5# 

ojtm^ is»cu(oac) 2 d^s) > e 1 3 n (5S«) fe«kt;ey 

■P2 4hjK?t«c SlSiB*W*-b7>r h (Celite) /^K^jttU MBEil£fi 
[0 2 2 1] 

£$9^ United Technology S C X#52> (6 m L ;?75A+ 2 g 

1) *7^MeOH (1 OmL) feitf CH2 C 1 2 (lOraL) "Cl^ifS 

a** 

2) SSfcfikMMOCHz C I2 fc»»U SCXti^UzjMTL^ 



(178) «f82 0 03-509 5 

3) ^-HU^^CHz C 1 2 (2 OmL) 43<fctfMeOH (2 OmL) T 

4) £imi*0. 5N-NH 3 /MeOHMT'jSin 

5) 2&m*imft**nam** 

6) m&*&hm<DCHz C \z fc»»U S/VXVfrlj-hVyV (2mL 

7) i3-h'J7^^y/EtOAc (3 : K 2 OmL) 3. 

[0 2 2 2] 

t-7f;l/XXfM. TFA/CH 2 Ch (1 : 1) 
o 4f?£#£l&£U mm^CHz Ch (lmL) fcSiS8?»L, Speed VacT 
MJEil*SLT, mM^IB^tl (2 5mg, 4 8%) fc^SfetffrofcifrK 
»r»«o 3SMIHPLCiWflcJ:D, ^«Wfift9"i%3WBgi66ti«o S&fcL 

c/ms^ix mmit-swwiEmfttt^xy [ cm+h) + = 5 6 3. 2] 

[0 2 2 3] 
HMD 1 3 
[{fc2 1 0] 




DM E (lmL) +0 3-> r o^et!U> ? >' (3 2mg, 0. 2 $»;*;!/) <D?§ 
(Pha P) 4 Pd (5mg, 0. 0 5^r;l/^M) 

a: 

[ft2ii] 



(179) 



WS2 00 3-50 9 5 



Ph 




<DmMmi 2/A$u>m (5 0mg, 0. 0 9 5U*;W *MMLT1MZ.Z 0 

Efik^ 7j<1$Na 2 C0 3 (0. 3mLOH 2 1 9mg) %bH7L s 

^8 5t©W5hiliU LC/MSfc<fcoT\ C©l$j6T£j£©&7# 

[0 2 2 4] 

KJfcfeS^fci&SU at«*^U*y;l/*-hyys; (2mU EtOAc) 

*y;V*-hUy^fcTx ^P7h^77-f- (2mL> hex/E t 

OAc (3 : 1) *5«fctfE t OAcOmRtt^JG) £ft"fo 
BMWU W&ZSCX (2g) *-hUy^fcT»(t-r5 (CH 2 C 1 2 £M 
e 0 H ^ft^f ft 2 0 m L ^T^ftf* 2 M7yt-7/M e 0 H TMWS 

J->\/£Mfo%fe%o Cft£CH 2 C 1 2 /TF A (7:3, lmL) 

ft (1 4h) «m-r* 0 »5B»*I«LT, «Efk*»*»«ttTPff« (3 9m 



6 7%) o [M + H] =5 3 4. 3 
[0 2 2 5] 
^JfSMl 14-12 4 

±afiO¥JBO 1 0*fl!V\ JKTK^-rStfe.ttfllSfijWI (Example) No. 
[ft 2 1 2] 



+ 



Ph 




[0 2 2 6] 
Ut2 1 3] 



(180) 



ft«2 0 0 3-5 



Example No. 


R 3 




14 


no 


457.3 


15 




471.3 


16 




485.3 


17 




617.2 


18 






19 




533.3 


20 




557.3 


21 




617.3 


22 




562.7 


23 




579.3 



[0 2 2 7] 
Hfc2 1 4] 



(181) 



ft* 2 0 0 3-5 09 503 



1 Kxample No. 


I* 3 




I 24 




559.4 


I 25 




615.3 


1 26 




503.4 


| 27 




563.4 


28 




596.3 






555.3 


1 30 




4 / J. 4 


31 




475.4 


32 


a 


599.3 









[0 2 2 8] 
[ft 2 1 5] 



i 


> 

(182) 


• 

#£2 003 


I Example No. 


R 3 




1 33 


OCHj 


517.4 


j 34 




507.1 


1 35 




3U / . 1 


36 


H 


496.1 


37 




557.1 


| 38 




591,2 


1 39 




568.2 


| 40 




625.2 


J 41 




591.2 


1 42 




568.2 


43 




622.3 



[0 2 2 9] 
Ut2 1 6] 




WS2003-509503 



Example No. 


R 3 




44 




601.2 


45 




557.2 


46 




519.2 


47 




675.2 


48 




519.2 


4 


CH, 

o Y 


600.3 


50 




564.2 


51 




545.3 


52 




625.2 


53 




563.3 



[0 2 3 0] 
[ft 2 1 7] 



^2 0 0 3-5 09 5 03 



Example Mo. 


R 3 


[M+H]* 


54 


CH, 

° «r 


632.3 


55 




556.3 


56 




563.3 


57 


T w 


593 . 2 


Rft 
oo 


CH, 


562.2 


59 


a 


582.2 


DO 




582.2 


61 


nap 


593.2 






593. Z 


63 




571.2 


64 




611.2 



[0 2 3 1] 

Hfc.2 1 8 ] 



#82003-509503 



Example No. 


R 3 










65 




537.3 


66 


OCH3 


537.3 


67 




636.2 



[0 2 3 2] 
Wk2 1 9] 



Ph 




Kt2 2 0] 



(186) 



0 0 3-5 09 5 0 3 



Example No. 


R 3 


[M+H] * 


68 




534.2 


69 




. — 

547.2 


70 




465.4 


71 


U 


533.3 


72 


n5 


473.3 



[0 2 3 3] 
[ft 2 2 1] 



(187) 



#82 0 03-5 0 



Example Mo. 


R 3 

•> 




73 


A. 


507.3 


74 




587 . 4 


75 




517.3 


76 




549.3 


77 




549.3 


78 




583.2 


79 


a 


617.2 


OA 










55 9.2 


Owe 


vO 


615 . 2 


83 


nice 


629.1 


84 


OCT °Cu 


605.3 


85 




563.2 



[0 2 3 4] 



Iit2 2 2] 



(188) 



#^2003-5 



Example No. 


* 




86 




596.2 


87 




549.3 


88 




635.3 


89 




639.2 


90 




583.2 


91 I 




563.2 


92 


or 


635.3 


93 


nxo 


583.2 


94 




617.2 


95 




617.1 


96 




567.2 


97 




555.1 


98 




595.3 



[0 2 3 5] 



[ft: 2 2 3] 



(189) 



^2 0 0 3- 



Example No. 


R 3 




99 


0 


555.2 


I 10 0 




617.2 


101 




594.2 1 


102 


no. n 


548.2 


103 




523.3 


104 


^> 


534.4 


105 




576.2 


106 


a 


601.1 


107 


OCHj 


563.2 


106 


F 


609.2 I 


109 




551.2 


110 




523,2 


111 


^00 


539.2 



[0 2 3 6] 



[ffc2 2 4] 



^2 0 03-5 09 5 0 3 



Example Ho. 


it 1 




112 


OCHj 


579.3 


113 


N0 2 


594.4 


1U 




563.3 




a 


583 . 2 


116 




579.3 


11? 




583.2 


118 




594.3 


119 




594.3 


120 




537.3 


121 


OCHj 


537.3 






O J3 D • Z 


123 




535.2 


124 


Ho 


496.1 



[0 2 3 7] 

«!j 1 2 5 



(191) #^2 0 03-5 0 9 5 

[fb2 2 5] 




A. 

[ft 2 2 6] 




CH, 



M e OH (lmL) ^%im\l / kT )W\L H (60mg. 0. 20^U^ 
*5<fctf (S) -a-^f-^y^Vl/T^y (3 0mg, 0. 245^;!/) 
RTT6h}f^-r§ 0 ^£(mci$£PU ^67£$L*:NaBH< 
(9mg, 0. 2 4^U^;10 /MeOH (0. 5mL) <Di§$£?rF"r£o S 

03 tEtOAc (*5mL) Wfc#EfSo *ttJS£E tOAc (5mLX2 
) T*m&tZo 3^UVLftt«*iflft%ft* (Na 2 SO.) U WBEttM 
LTW<k^**U>s;-||ft«l«Mn?»* OR 8 lmg) o 
[0 2 3 8] 

B. 

[fk2 2 7] 




DM F (0. 5mL) +©±IHAfb^ (7 0mg s 0. 17 5'J€;I/) x t 
-7^;l/7n^7-bx-h (6 6mg, 0. 3 4 5';^) ^tfiPr 2 NE 
tOJSK*. RTT21M8B$-rSo LC/MSlc£D> * U - > 



(192) 



#82 0 0 3-5 09 5 



[0 2 3 9] 

fflKJSSi&SI&fcth 0 (3 0mL) tEtOAc (2 0mL) IHKtfBEfSo 
TkttJBfcEtz 0 (10mLx2) TfcttJU 3>/Wybfe*HH*tHW**aR 

(M g so4 ) u mjem^lt> ar^;-t-7f;nxf;i/m 

lODW^CHC 1 3 /TF A (1 : 1) (2mL) RTTM 

i ofcmtD o ni!ii^MeOH/H 2 q*o'a»»ie»LT, AMBfbMi (7 

1 mg, 7 1 %) «tflftmffiJRNrT#«. [M+H] + =471. 2 
[0 2 4 0] 

^mm 1 2 6 

'Cft 2 2 8] 



^Sfiflli 2 5©Afb^o^figtfev^ (s) -a-^j^yi/^r%y 

* (R) - a - ^fM>5;;l/75 V^UtSm mtfiffl 1 2 5cofBigi: 




6mg) T^SnSo [M + H] =471. 2 
[0 2 4 1] 
HS£M 1 2 7 



[ft 2 2 9] 



Ph 




MeOH (2ml) +<D$mM 7 / Ait&h (30mg, 0. 0 9 8$'Jt;l/ 
K t-7f;I/XXf;l/M« (2 3mg, 0. 12 7§'Jt;I/ 



(193) 4#g2 0 0 3-5 09 5 0 

) E t a N (5«D $3<fctf4 Atlx^a^-^-^XOffl^*, RTT4hJi 
#"f3 0 N a B H 4 (12mg, 0. 0 2 9 4 ^ U't;!/) fe&l*, £JS?££RT 

^?£A»M*ttEWIU CH 2 Ch (2mL) 

[0 2 4 2] 

II^TFA (lmL) £Al** MiS^RT-e-^^-T^o S/Sffl^fc 
EBEiSISU EtOAcTflRU «Sfl7j<14NaHC03 "PftH, &^T*JfckT 

nmmmtik (M g so 4 ) u KEQiiirrs. ^mhplc [y 

MC ODS30mmX2 5 0mmjS»i*7A;iliSi=2 5mL/^ A/B ( 
5 0 : 5 0) ~1 0 0.%BO3 0#*R$flR A = H 2 0/MeOH/ 

TFA (90 : 10 : 0. 1) fcitf B =M e OH/Hz O/TFA (90 : 1 

0:0. 1) ] -vmmhT. wmt^m a. 8mg, 2 1 %) £*ftsfus&& 

■fereftSo [M+H] + = 3 8 1. 1 
[0 2 4 3] 
H»J 1 2 8 
[ft 2 3 0] 




t -^xXf^^ftfllV^m M091 2 5 0Ct2:R«fti^« 
ffoT, WEfb^ll (^IR*2 0%) *^jS-TSo [M+H] + =4 5 7. 2 
[0 2 4 4] 

^flfifll 12 9 
[ft231] 



(194) 



#^2 0 03-5 09 5 




MeOH (2mL) +<D$mm7 / A<t&® (4 0mg, 0. 
, D-T^-y- t-7f;l/XXf;l/ifii« (3 lmg, 0. 1 7*V*)]s) , 
Eta N (6 Jit) 43«fcO r 4 Atl/^a^-^^Ojg^ RTT4h8£# 
-r^o N a B H 4 (15mg, 3 S«) B^Mfc* R T 3 0 L 
> 3fc^T?«EE»»r5o ^&%CH 2 C 1 2 (2mL) fc»#U ifjg-r&o 
-CTfr+vmmz, 4-7i/^>X7;I/ftH (7 7mg, 0. 

feitfNaBH(OAc) s (138mg> 0. 6 5 ^ U^Er/l/) *JlitSo 
[0 2 4 5] 

fijSKfcRTTl 8h»<T3o SJSfi^»*S i 0 2 -N^lt^XE t 
OAc (9 : 1-4 : 1) £ffl^5*n*7 h^7^-fc:frLT> M#&t-7 
^;VxX-r;V^#§ 0 C^tiK^CHz Ch (2mL) t»»U TFA (1 
mL) ^o<Di:M§o M^RTT-Si#U 3fcV^«EE»Krr5 0 
if£CH 2 C Is fcff»*U NaHCOs W^TiiigbT, SSTFA^S 
■T^o C©}$?l£££5fcCH 2 C 1 2 "CJftRU lMaq-NaHS0 4 
«WC«Jlsl\ ft* (MgSO* ) U »3iU mmmLTWRItiftS (9. 1 
mg, 12%)£t#3 0 [M+H] + = 5 6 3. 2 
[0 2 4 6] 

nmm 130 

Hfc2 3 2] 




D-7?-y • t -7f-;l/XXT;WfiKlgOf^t)t)JCD-7x-;l/-r7-y 



(195) 00 3-5 0 9 5 03 

zfiK^T, mmt^m i&m \ 3 %) ttm^o im+h] + =639. 
2 

[0 2 4 7] 

mmm 131-135 

(D^XZfmmm (Example) No. T^-f 0 
[fb2 3 3] 




[0 2 4 8] 
[fb2 3 4] 



#^2 0 0 3-509 503 



Example Mo. 


R* 


[M4-H] + 


131 


(S) -CH 3 


563.2 


132 


no 


639.3 




(S) 




133 


HjC^CHj 


591.4 








(R> 




134 




579.3 








(R) j 




135 




635.4 




(R) 





[0 2 4 9] 

$mm 1 3 6 

Ut2 3 5] 




A. 

[ft 2 3 6] 



(197) 



tf$2 0 03-509 5 




M e OH (2mL) fcitfafcttN a OH (1MM 2mL) : 
Ut2 3 7] 



(D^r7$>'Xf;l/XXf^ (7 2mg, 0. 18 35U*;l/) m^M3/ 

AMMcmvws) (omL*. i zhmmmr^o a«opH*5fcwrr 

Si: (7kttlM-NaOH:fc<fctf 1M-HC 1 ^figffl) % ^■fW^ttt'TSo 
Ctifcat^U ji**E t OAcTWlttiL (3B) > 3>/W>Lfctf88*aj%! 
£££ (Na 2 SOO U MffMlffiLT, fiM7 5 ( 
9 7mg) o 

[0 2 5 0] 

B. 

[ffc2 3 8] 



0 4 5U : e;l/) OMic, K 2 C0 3 (22mg. 0. , 
^;l/^noW-b (l 5mg, 0. 0 9 £jta*.So SiSM^: 

-««#u #v^w£wtu 3Mao*ttiM-Hc iTKttftr«o ^n^ 



Ph 





v^+f-y/Hz 0 (1 : 1, 8mL) +<7)±fEA7^/j& (1 5mg, 0. 



098) #^2 003-5 09 5 03 

Na 2 S0 4 ) U W&MffliLTmZit&Va (1 3mg, 6 3%) *M&MfoV 
%%> Q [M+H] + = 5 0 1.3 
[0 2 5 1] 

$mm 137 

[fk2 3 9] 




CH2 C 1 2 (lmL) : 
[ffc2 4 0] 



Ph 




©75y-t-^;i/x7f;K7 5mg, o. i85u^;i/) {mmmi/K 

(OUmmVW&k) (DO'CmLfc. CbzCl (2 8jxL, 0. 2 05V^;l/) 
^ ^TE t 3 N (5 4/iU O. 3 *tin?L%o 
[0 2 5 2] 

KJtS«%RTteWl*l/^ ^T'RTT*-S (1 8 h) ^"r^o zk'ftN a 
HCOs dl0%mm, 2mL) zkttJSSrE tOAc (2mLX2)T* 

ttffi-r^o ny/wyt^aMtB^^ (Na 2 so4 ) u Mffim-rs 

offiM^-h-XXf^CHCh (3mL) m*TFA (lmL)JC 
»»U ^*RTT2 4h8B¥U.^T«EaWrr* 0 *fi£;W^-h-j& 
&C-1 8^J^A^T> ^«MHPLC [1 4#tefefc53g«S4sjE; 4#ffi& 
NfIBI ; ftBt=2 OmL/^ A/B (1 : 1) ~l 0 0%B, i££ijA = 

H 2 O/MeOH/TFA (90: 10:0. 1) , $&!|B=M e OH/H 2 0 
/TFA (90:10:0. 1) ] ■WRtrt-*. 4jj»*MeOH/Hi 0^6 
JWWaibT, ^fH{b^^*^iSiS^^T^So [M+H] + =501. 3 



(199) 



#g20 0 3-509503 



[0 2 5 3] 



3 8 



Ut2 4 1] 




ZuuOlfy (5mL) +^2-^ h^>7x/-;l/ (2 g, 16. 15U 
^rtO , N, N-i/VW-'Jy (1. 9 5g, 16. U'JW , 
V(l. 9 3Mb;I/X^l8. 34mL, 16. UUW ^JiOMlO 
DMF(DM^ mtl?-=L--7'¥ 8 0°CKT2hJft*rr3 o ^ajs^nu M 
EEM^-T^o ^M^SLT (Buchi Kugelrohr ; bp = l 15U 1 0m 
mHg) , 2-*Y3ri/7 jL~)\s>;uu*,)\s*-y (l. 5 g, 5 0%) £8W 

[0 2 5 4] 

B. 

[fc2 4 2] 




CH 2 C 1 2 (lmL) +<9iS : 
[<L2 4 3] 



(200) 



#^2 0 03-5095 




CH, 



C757-t-7f;l/i7f;l/ (2 0mg, 0. 0 5 5U*/l/) (HSIM7/B 
©K«tcJPi:«Ji) * 2-^h^>7x^OD^-f (8mg, 0. 0 
5 5U*;K.±IB«3t) \Z=.fr&J ity (Aldrich ; 1 6mg, 0 

. 3 5U*;l/) RTT»'3 0»IWW¥T*. 7$y«MSWA2 1 J (S 

upelco ; 2 0 0mg) *£&©*nn;fc/l/*— hJ&|$£-f & 

^ll*RTT3 04HBHWW*. £Jfttttt£lljiU »EEWSLT?ja©2- 

[0 2 5 5] 

X7f;^3 0%TFA/CH 2 Cl 2 (5mL) T*-MHIT£ 0 if 

»»ft»B»bT, 81tft«; COftR*, 7^*y£&#5A (CHQA 
X 1 3M6^J7 A ; United Technologies ; 6mL*7At3 gOlR^&l 

1) *7^MeOH (1 OmL) feitfCHa Ch (1 OmL) Tl#if§ 

2) a»*«/J^JiO C H z C 1 2 fc**U SAX*7^:M§ 

3) *-M;y^*CHi C 1 2 (1 OmL) , CH 2 C 1 » /Me OH (C 
H 2 C 1 2 /MeOH=4 : 1 ' OJSffS 1 OmL) Tift; "5 

4) M^CH 2 C 1 2 /MeOH (CH 2 C 1 2 /MeOH=4 : 1 Org 
ttl OmL) TflttW* 

[0 2 5 6] 

£AV»Mm#* Speed VacfcT*EE*»U «B<bM«ttFKirT««. 

fC, LC/MStC^D, mS«IBfl:tM*OiE«lft5»>r*> [ (M+H) + =5 
1 7. 3] £&3 0 
[0 2 5 7] 



(201) #^2 0 0 3-509 5 03 

nmm 139 

lit 2 4 4] 




A. 

Hfc2 4 5j 




CH 3 COjt-Bu 

3mL(DCH 2 C 1 2 +<DiS : 
Cfk2 4 6] 




O7^/-t-^l/XXf;Kl0 0rag, 0. 2 4 5U^;10 (HfifiM 7 / 
BOragJcipUiSljg) feitfEts N (3 0. 3mg, 0. 3 0^»JW <D?£ 
JKJC-srteT, 9 3Mh;H>jSE 0. 2 1mL, 0. 40 

T\ ffl£$&£&, iin^nYh^77^-.(Si0 2 I^tVEtOA 
c = 1 : 5) fc#LT, aUBfk^J (0. 1 0 5 g, 9 1 %) £#3 0 
[0 2 5 8] 

B. 

Wt2 4 7] 



(202) 



#^2 00 3-5 09 5 




[0 2 5 9] 

±EA*;l/;^;l/^D»J F (2 Omg, 0. 0 4 5 5 U ^E/l/) , 3, 5-^ 
^nn7x/-;Kl6mg, 0. 0 7 5 U^l/) *5<fctf£ V Vy (0. 5mL 
) <D®£®%, 8 0t?l 6him euyy*«EEI»SU CH 
QAX 1 *-hUy$> (6mL*7At2 gOiR^J, 0. 3mg/g) £fl!^ 

1) *7A5:MeOH (1 OmL) 4o^tfCH 2 Ch (2 OmL) TtttgW 

2) SJ&iE^tl/CHa C 1 2 £\ S AX*7^tCiM^S 

3) m*chz ch a omL) -cjsfrr* 

[0 2 6 0] 

S peed VadCT> 1 6 h iCtDfc^XMSMMLX, 

7 U-;l/ • fuW*- h- 1 -y^;l/xxx;l/^rf#, cn^30%TFA/CH 

2 C 1 2 Oj^-?— g$yi-f 5 0 JfSS#£ Speed VadCT 1 6 hl&£LT> ffl 
a©«*£j««*ffSo £j«»**SJfc, Varian SAX*-hU>r>* (6m 
L*^A+2g©lR^L 0. 3meq/g) ^^SltKAtHtaD, TIB« 

1) £^A£MeOH (1 OmL) fc^tfCth Ch (2 OmL) XtfmM 

2) SJSffi-&%/'CH 2 C h £\ S AX^-Mc^S 

3) *7^CH 2 C h (1 OmL) T"J>Xt5 

4) 0%MeOH/CH 2 Ch (1 OmL) XVyXtZ 



(203) 003-5 0 9 5 

5) £i»£2%TF A/CH 2 C 1 2 (1 OmL) 1*&mtZ 

CO 2 6 1] - 

Speed VacfcTl 6 h»EWSLT, Mi(£Allr (2 0m 
g, 80%) l£mfoX*%Z>o mmiPLCftmcZ*) [YMC S5 ODS4 
. 6x3 3mm*7A, 5 0 %A~ 1 0 0 %B<D2#iIii£j^ $B£=5mL/ 
ft\ ^JA= 1 0%MeOH/9 0%H 2 0/0. 2%H 3 P0 4 , ^ 

&IB = 9 0%MeOH/l 0%Ha 0/0. 2%H 3 P 0 4 ] , £$tfi|5£& 9 6 
%t>m& Ztl&o LC/MS^fX ^IH<b^©IE^^-r^> [ 

(M+H) + = 5 5 5. 2] (xt^bDXT'l— ) £#3 0 

[0 2 6 2] 
»M 1 4 0 
[<f;2 4 8] 




A. 

[11:2 4 9], 



o 




ftfckx— r/l/ (5mL) +<D3-p< Y*z/^yV)W kn-fr (2. 0 g, 7 
. 24$'Jt;l/) % N, N-^W-'JV (0. 8 7 7 g, 7. 24$'Jt 
;V) 0TOxy> (1. 9 3MF;I/xy}§l3. 8mL, 7. 35 

$%RTTMJBIfcrf So ffl^no^;l/^-h%^7j<E 1 2 0 (2mLx2) i 



(204) 



«?Si2 0 0 3-5 0 9 5 



CO 2 6 3] 

B. 

Ut2 5 0] 



CH 2 C 1 2 (lmL) +<DiK : 
[ft 2 5 1] 



05WtW375/» (hU7;V*nlHMi) (25mg, 0. 0 55U*;W© 
HSifcfc^ ±iBA{fc£ftr (10mg, 0. 0 5 5U*;l/) $s£Zfi Pr 2 NEt 
(19. 4mg, 0. 15$'JW Zb*z.Z 0 RTT3 0^OM> £JS*5 

[0 2 6 4] 

feRU^ Varian C HQ AX 1 3M6 (6mL 
*5&»t«3g0iK*l8!l) £M^5»M*fflfcJ:!K TIBIWSO^KB-PWfil'rSo 

1) *7A^MeOH (1 OmL) feitfCHi Ch (lOraL) T'Vmffi 

2) «Ht^«/J^*OCH2 CI. tc&mU SAXX^LsfcjMTLZ 

3) *-h'J-r>^CH 2 C 1 2 (1 OmLK 2 0%MeOH/CH 2 C 1 




Jj"^C0 2 H 



(205) &«2 00 3-5 09 5 

2 a omD vmrnvrm 

4) ~&mMfr2 0%MeOH/CHi CIV'OjffiK (1 OmD TflWrrs ' 
£jM**S&* Speed VaclCTl(EaWIUT/«E{l:^»*»*. SPP* 
fr*fHV>*3MHPLC^fc*0, ±Jimtt9 0%«W66tl«. 

> [ (M + H) + = 5 3 1. 3] £fc5 0 
[0 2 6 5] 
Idfcffll 1 4 1 
Cfb2 5 2] 

o^-o XXX, XXchf 2 

CHj CO2H 

A. 

[ft2 5 3] 



o 

oAci 




^uu^y^y (5mL) +£>4- (^v^^vO 7x/-;V (2. Og 
, 9. 9 , N, N-^W-'J>(1. 2 1 g, 9. 995'J 

9 5Mh/l/X>jS?£5. 2mL, 1 0 5 U*;l/) feitf 

nn^M-hm^ (2gfflM) o 
[0 2 6 6] 

B. 

U£2 5 4] 



(206) 



0 0 3-5 09 5 




CH 2 C la (5mL) &&Xf#.V\*-A'\ZW> (Aldrich; 3 1 5mg, 
l^U^r/l/) «t»0±8BA^nn*;M— h (184mg, 0. 7 0^U : e;l/) © 

CH 2 Ch (5mL) +£>5£: 
[ffc2 5 5] 



(2 8 0mg, 0. 6 6^11^) (^B6M7/ 
B©IB»ciplJ«Jfi) <0»«*i»l*So fiJ6**RT"Cl 5^IHt»f-rao 

Wm-tifc7%V (WA2 1 J, Supelco; 1 5 0mg) fcim*S 0 £j£ 
fl*tt*£&fcl 5^MWWW«. k#»J lf-/l/tf y^y** 

Si0 2 I^-frSz/B t OAc = l : 4) fctfLT, HSfEftS^ (0. 3 0g 
. 7 0 %) a 0 
[0 2 6 7] 

C. 

UtZ 5 6] 



2.OmL<DMeOH*0±S5B{fc^ftf (7 5mg v 0. 4 2 5Ut;V) ©JS« 
• H 2 20mg©l 0 %P d/CO#fiT?2 4 h*JR 



Ph 




C02t-Bu 




(207) 0 0 3-5 09 5 03 

(2 4 0mg, 90%) cnzzti&tffim&tic&xnKm^z 

o 

[0 2 6 8] 

D. 

[ffc2 5 7] 




i£tf^rL-7+©±IHC7x/-;b- t-7^xXf;l/ (5 Omg, 0. 0 
8 9^y^e;l/) s NBr (1. 5m g, 0. 004 7.^>;^;l/) „ tK 

ttNaOH (1MM0. 7ml) 43«fct>W^n/V-;V (2mL) <9}^£ 
, -5 0°C£ft£PT£o ^C7U^y^7.^1^PJJ^3ACf 0 ^a.-7^^>- 
;UU 8 0ttl 2hi«^-r§o ffi^^E tOAc ( 1 Om 1 X 3) vmtiit 

So 

[0 2 6 9] 

LTt*fc^^ ^^T'iin^3 0 % T F A/CH2 C 1 2 ^^—^311- 
§0 m ^ft*mm£U £gM*#M P L C [YM C S5ODS30X25 
Omml«*7A ; A/B (7 0:3 0) ~1 0 0 % B 3 0 ftWmfeffits ll 
T\ A = H 2 O/MeOH/TFA (9 0 : 1 0 : 0. 1) &<J:tfB =M e OH 
/H2 0/1 F A (90:i0:0. 1) ] TmMLT> ffiMOlflf5£^ (1 
4mg, 28%) £f#3 0 ififlHPLC^fcJ:?), £$«B&9 7 %tflgi&£> 
n^ 0 L C/MS hnX7°U- ) ffiM{fc£*tKDIE«g& 

[(M+H) + =5 5 3. 1] *#S 0 
[0 2 7 0] 

$mm 1 4 2 

^N^y-i 4 ioakff*ffoT, a«o{b^»%«3fi-rso c (m+h) + =5 
53. 2] 



Ut2 5 8] 



(208) 



#^2 00 3-5 0 9 5 0 3 




OCHF2 



±EfcH.CTFA/CHC la «ff*fl|V>T, gfllfflf 1 4 1 /B:i3 < J:tfC{l;S• 
o 

[0 2 7 1] 
Hffiffil 1 4 3 
[<k2 5 9] 



Mmm 1 4 4 

Ut2 6 0] 




Hflfiflll 4 3 : [M + H] =5 9 3.4 
HSSil44: [M+H] + =5 0 3. 1 
[0 2 7 2] 

mmm 145—305 

±^0^©10»cfi£oT, TEOS*J:tfKE«ffll (Example) No. T^f 
[fk2 6 1] 



(209) 



?*2 0 03-5 0 9 5 03 




[ffc2 6 2] 



Example No. 






145 




4872 



[0 2 7 3] 
[ft2 6 3] 



^2 0 0 3-5 09 5 0 3 



Example No. 






146 


< 


539.3 


147 


ncr°0 


593.2 


148 




449-3 


149 




501.3 


ISO 




517-2 


151 




5323 


152 




589.3 






546.3 


154 




5312 


155 




579.2 


156 


0 


593.2 


157 




593 J 


158 




579.2 



[0 2 7 4] 
KC2 6 4] 



#^2 0 0 3- 



5 0 9 5 0 3 



Example No. 






159 


JO 


5792 i 


160 




5312 


161 




5272 


162 




5252 


163 




5152 


— — m 




5292 


165 






166 


CH, 


5193 


167 




5173 


168 


OCKj 


5472 


169 




5772 


170 




5312 


171 




5313 


172 




5453 



[0 2 7 5] 



W£2 0 0 3-5 0 9 50 3 



UtZ 6 5] 



Example No. 




(M+HT 


173 




531.3 


174 




571.2 


175 




567J 


176 




5473 


177 


0 


545.3 


178 




579.2 | 


179 




5912 


180 


CH, 


5352 


181 




5052 


182 




521.1 ; 


183 




566 + 588 


184 


OCPj 


571.1 



[0 2 7 6] 



(213) 



#^2003-50 



Ut2 6 6] 



Example No. 


R M 


[M+H] + 


185 


F 


! 5052 


186 


a 


521.1 


187 


T 

Br 


566 + 588 


188 




545.2 


! 189 


0 


529.1 


190 




529.1 


191 

171 




1 

34^. J 


192 




5712 


193 


i 

OH 


503.3 


194 




501 J 



[0 2 7 7] 



#^2 0 0 3- 



509503 



lit 2 6 7] 



Example No. 






195 


CH* 

i .... * 


529.4 


196 


ho. 


531 J 


197 




561.3 


198 




555.3 


199 




513.3 


200 




557.4 


201 


k ^ 


543.3 


202 


*X3L 


571.4 


203 


V 

0 


572.3 


204 




541.3 


205 




543.4 



[0 2 7 8] 



#82 0 0 3-5 0 9 5 0 3 



Ut2 6 8] 



Example No. 






206 




529.4 


207 


CH 3 


515.3 


! 208 


V 

CH, 


515.3 


i 209 




515.3 


210 




543.3 


1 21] 


CH a 


529.4 


1 212 




577.3 


213 




515J 


214 


CHj 


529.3 


215 




527.3 


} 216 




531.3 


217 




557J 



(216) 0 0 3-5 0 9 

CO 2 7 9] 

Iff: 2 6 9] ■• - ~ - - - " - -- ■ 



¥? LU._H.L--1-. "M--. 

r.xampie ixo. 


R* 


[M+Hf 


218 




573.1 


219 


V 


5192 


220 


V 

CI 


5352 


221 


V 

OCF 3 


5852 


222 




5192 


223 




5352 


224 




5852 


225 


OCHj 


5612 



[0 2 8 0] 
Ut2 7 0] 



Ph 




Ut2 7 1] 



^2 0 03-5 0 9 5 0 3 



_ Example No. 




[M+HT 


226 


cycH, 

.. . „..P 


5452 



[0 2 8 1] 
Kt2 7 2] 



43^2 0 0 3-5 0 9 5 0 3 



- Example No. 


- R* 


pVf+HJ*- 


227 




593.1 


!Z28 




449.2 






5012 


230 


^OCH, 


517.2 


J 




5322 


232 




4873 


233 




546.3 


234 




5322 


235 




5792 


236 


6 


5932 


237 




5932 


238 




5792 


239 




5792 


240 




5312 



[0 2 8 2] 
Cfk2 7 3] 



(219) 



#^2 0 0 3-5 0 9 



Example No. 






241 




527.2 


242 




525.2 


243 


"no 


515-2 


244 




529.2 


245 






' 24o 




5173 


247 




517.3 


248 




5473 


249 


OCHj 


577.3 


250 




543.1 


251 




5313 


252 




5453 


253 




5313 



[0 2 8 3] 
[ft 2 7 4] 



W«2 0 03-5 0 9 5 0 3 



Example No. 


- R*» - -— 


IM+H1* 


254 




5712 


255 




567.3 


256 




547.3 


257 


o 


545.3 


258 




593.4 


259 




5032 


260 


CHj 


5792 


261 




5052 


262 


a 


521.1 


263 


"a. 


566/567 



[0 2 8 4] 
Ht2 7 5j 



ft£2 0 0 3- 



5 



- Example No. — 


- - -R* 




264 


! T 

OCFj 


571.1 


265 


T 
F 


505.2 


266 


T 

a 


521.1 


267 




566/567.0 


268 


hrr F 


523J 


269 


hp 

CHj 


50U 


270 




539.2 


271 


CHj 




272 


CH, 


5492 


273 


1 

F 


5232 


274 




513.3 



[0 2 8 5] 
Wt2 7 6] 



(222) 



^2 0 0 3-5 0 9 5 0 3 



Example No. 


R* 


- IM+H] + -— 


275 


CH, 


519.2 


276 


F 


539.2 


277 






547.3 


278 




5523 


279 


"to 


541.3 


280 






563.3 


281 




555 J 


282 




543.3 


283 




HjC^CH, 


529.3 


284 


CH S 


5153 


285 


CH, 


515.3 



[0 2 8 6] 
Kt2 7 7] 



(223) 



«Fg2 0 0 3-5 



Example No. ~ 


r m _.. 


- Tlk/lJ.II"l + — 

[MttIJ 


286 


^CH 3 


5153 


287 




5352 


288 




5292 


289 


\XJJ 


577.3 


290 




5152 


291 




5292 


292 




527.3 


293 


"to 


5373 


294 




53 U 


295 


V 

a 


5552 


296 




5713 


297 




5732 



[0 2 8 7] 
Ut2 7 8] 



^2 0 03-5 09 5 03 



— Example No. 




IM+HT - - 


298 


V 

CH3 


5312 


299 


no 

V 


5 19 J 


300 


V 

CI 


535.2 


301 


V 

OCF 3 


5852 


302 




5192 


303 




5352 


304 


vwrj 


5852 


30S 


OCHs 


5612 



[0 2 8 8] 
MffiM 1 4 9 
Ut2 7 9] 




CO2H 



CH2 C 1 2 (1 OraL) +OxS : 
Ut2 8 0] 



(225) 



^2 00 3-5 09 5 0 3 




(Dm-7^>-Z.Xr)l (2. 1 g, 5. 5 2*V*:fr) <DtfSm.K.. 4-**)l 
7x-;l/'^DPW-h (0. 79mLs 5. 52S.V*:)\s) fc^ije 
—)1/\£Vi?> (Aldrich; 1. 7 4 g, 16. 5^y^;l/) %iW^.So 
[0 2 8 9] 

B*6tl*. »K«inU ttEEftfftU S»^Q7h^77^ (S i 0 2 
; h ex/E tOAc = 4 : 1) fcttU ^*;W^-b-xXf;b (2g 
) £f5£ 0 ctl^ THF (1 OmL) , MeOH (lmL) fc<fctf7j<1£L i 0 
H (lMM8mL) (Dn&folC&ffi'tZo M^RTT-WU 
*!l0*ttlM-HC l?pH3fc«ttfl:t5. fflft&E tOAc (50mLX2 

) "ej*tB-T5o 

'CO 2 9 0] 

3^W>l^ffiliiMH 2 0 (5 OmL X 2) fc^tfifek (5 OmL) 
r»V\ ftli (Na'i SO.) U ttEEWRLTaQe{bM«ilftM: > V#e ( 
1 . T 5 gx 6 3%) o [M + H] + =501. 2 

' H-NMR (4 0 0MHz, CDC Is) : 6 7. 9 3-7. 9 9 (nu 2 
H) , 7. 3 8-7. 4 3 (m, 3 H) , 7. 23 (q, 1 H, J=8Hz) , 
7. 02-7. 12 (nu 3HK 6. 98-7. 02 (nu 2 HK 6. 82 
-6. 8 9 (nu 2H) , 4. 71 (s, 1H), 4. 64 (s, 1 HK 4. 
25 (L 2H, J=7HzK 4. 07 (s, 2H), 2. 90-2. 98 ( 
m, 2H), 2. 3 7 (s, 3H) 2. 2 9 (s, 3H) 
C 0 2 9 1 ] 

mmm 230 

Cffc2 8 1] 



(226) 



^2 00 3-5 09 5 




OCH 3 



CH 2 C 1 2 (4 5mL) : 
[ft2 8 2] 




CH 3 



(Dm~7^> (3. Og, 7. 9^yt/l/) ©OtM^ WJy (0. 8m 
L, 9. 9 ^ U ^e^) 4o£tf4-^ h^v/7i-;l/' ^DDW-h (1. 3 
mU 8. 7^U^;l/) £^LT*JI*£ 0 £O»*0rT3h$#U COI^f 
iKTffiSMWlttjB^-r* GfrflfHPLCteJ;*) . ^»***teHCl (1M 
2 5m 1 X 2) , ig7j< (2B) T«cV\ ^JI(Na 2 S 0< ) U MESS 

[0 2 9 2] 

IB4«^n7h^77^- (S i0 2 ; hex/EtOAc = 4 : 1-3 
:-7oaPBW^JE) tettLT, ^rl(D*;W^^h-ixf;P (4. 2g N l o 
0%) £f#S 0 iXf^THF/MeOH/H 2 O (3 : 1 : 1 ?S8fc 5 0m 
L)'K»jj?U LiOH-H 2 O (0. 5 g, 11. 9 ^Ut/I/) £J|*5 0 » 

**RT-e-aais?f*o hplc££s^ tumncttft^^E-rs. s&k 

L i OH • Hz O (0. 2g, 4. 8 3y*/l/) fcfttfL ffi^£'>U«iS&LT 
, L i OH*»»*bi6, ^RTT4hI^n o £ OtfjTeEi&tffcT L 

■r §o ^szM£W£ EtoAc (50mi x 3) -etottsf s 0 

[0 2 9 3] 



(227) 0 03-5 0 9 5 03 

Z (3. 0 7 g, 7 5 %) o (M + H) + =517. 2 " " 

1 H-NMR (4 00MHz, CDCh) : 6 7. 96-7. 98 (m, 2 
H) , 7. 4-7. 45 (m, 3 H) , 7. 2-7. 3 (m, 2 H) , 7. 0- 
7. 1 (m, 2H) , 6. 8-7. 0 (nu 4 H) , 4. 65 (s> 1 H) , 4 
. 55 (s, 1H)> 4. 20-4. 24 (nu 2 H) , 4. 02 (s, 2H) 
, 3. 7 7 (s, 3H) , 3. 0 0 (s, 2 H) , 2. 3 8 (s, 3 H) 

^CRc^^SfeM 1 6 7 , 1 8 7, 2 1 6, 2 2 9, 2 4 7 & 2 6 3 
Wi£T, SNGfitMl 4 9*5J:tf 2 3 0O*j^B*m6lcttoTMW-*. 
[0 2 9 4] 
$mm 16 7 
[fb2 8 3] 




CO2H 



H-NMR (DMS O-de , 5 0 OMH z) : 6 2. 3 7 (s, 3 H) , 
2. 94 (m, 2H), 3. 73 (2s, 3H), 4. 06 (d, J=4. 8H 
z, 2H) , 4. 2 5 (t, J = 7. 2 Hz, 2 H) , 4. 6 6 (2 s, 2 H) 
, 6. 7 1 (m, 3H) , 6. 8 5 (m, 2 H) , 7. 0 6 (d, J = l 6Hz 
> 1 H) , 7. 2 2 (m, 2H) , 7. 3 9 (m, 3 H) , 7. 9 6 (m, 2H 
) 

[0 2 9 5] 

nmm 1 8 i 

[ft2 8 4] 



(228) 



#^2 003-509 503 




CQaH 



H-NMR (DMSO-de , 5 0 0MHz) : 62. 3 6 (s> 3 H) , 
2. 9 3 (u J = 6. 6 Hz, 2H) , 4. 02 (2 s, 2 H) , 4. 21 ( 
t, J =6. 6Hz, 2H) , 4. 5 5 (2 s, 2 H) , 6. 9 4 (m, 3 H) 
x 7 . 4 8 (m, 8 H) , 7 . 9 0 (m, 2 H) 
[0 2 9 6] 

mmm2 1 6 

[fk2 8 5] 




C02H 



1 H-NMR (CDC 1 3 , 4 0 0MHz) : 6 1. 3-1. 4 (m, 3 H) 
> 2. 39 (s, 3H) , 2. 9-3. 05 (m, 2 H) , 3. 9-4. 05 ( 
m, 2H) , 4. 06 (br s, 2H) , 4. 2 5 (U J = 7. 0Hz, 2 
HK 6. 85 (d d, J = 1 1. 4, 8. 8 Hz, 2 H) , 6. 99 (d d, 
J = 1 5. 8, 8. 8 Hz, 2H) , 7. 18 (d d, J = 8. 4, 2. 6Hz 
, 2H), 7. 3 8-7. 5 0 (m, 5 H) , 7. 99 (b r d, J = 7. 9 
Hz, 2H) 

[0 2 9 7] 

mmm2 29 

Ut2 8 6] 



#^200 3-509 5 03 




^ _ | ^Y^N^COaH 

n A 1! J J 



H-NMR (CDC 1 3 , 4 0 0MHz) : 62. 3 0 (2£-4\ 3H) 
, 2. 38 (2 tf— 3HK 3. 03 (dd, J = 5. 7, 5. 7Hz, 2 
H) , 3. 9 9 (s, 2HK 4. 21 (d cL J = 6. 1, 6. 1Hz, 2H 
K 4. 6 3 (21?-*, 2H) , 6. 8 2-6. 8 7 (m, 2 H) , 6. 9 6 
-7. 01 (m, 2H), 7. 09-7. 1 4 (m, 2 H) , 7. 18-7. 2 
0 (m, 2H) , 7. 4 3-7. 4 5 (m, 3H) , 7. 9 6-7. 9 8 (m, 
2H) 

[0 2 9 8] 
HM42 4 7 
[fk2 8 7] 



H-NMR (DMSO-de , 5 0 0MHz) : 62. 3 6 (s, 3 H) , 
2. 9 3 (t, J = 6. 6 Hz, 2H) , 3. 7 4 (s, 3 H) , 3. 9 6 (2 
s, 2H) , 4. 2 0 (t, J =6. 6 Hz, 2 H) , 4. 5 5 (2 s, 2 H) 
> 6. 6 5 (m, 2H) , 6. 9 4 (m, 3 H) , 7. 2 7 (m, 3H) , 7 
48 (m, 3H) , 7. 91 (d, J=6. 1Hz, 2 H) 
[0 2 9 9] 

nmm2Q3 

[ffc2 8 8] 




(230) 



#^2 0 0 3-5 09 5 03 



Ph 




)=N fj^V^N^COjH 

■» A _ J! J J 



H-NMR (CDC1 3n 400MHz) : <S2. 42 (2s, 3H, rota 
lers) , 3. 0-3. 5 (nu 2 H) , 3 . 9 9 (b r s , 2 H) 4. 1 5- 

4. .2 5 (m, 2H) 4. 5 7 (AB Ztm J = 3 8. 2 Hz, 2 HK 
6. 85 (dd, J = ll. 4, 8. 8Hz N 2 HK 6. 99 (d ck J = l 

5. 8> 8. 8Hz, 2H) , 7. 18 (d d, J = 8. 4, 2. 6Hz, 2H 
) s 7. 3 8-7. 5 0 (m, 5H) N 7. 99 (b r d, J = 7. 9Hz, 
2H) 

[0 3 0 0] 

^66^J3 0 6 
Ut2 8 9] 



ZuwO&y (5mL) "t»OUV;I/'>/-;l/ • h (2 g, 13 

. U^U^W , N, N-^^VT-UV (1. 6 g> 13. 145U^r;l/ 
) , t^yy (1. 9 5Mb;l/i^E 6. 8mL, 13. l^U^r/V) 



Ph 




A. 



Wk2 9 0] 




(231) 



^2 0 03-5 09 5 03 



(1 4 0-1 5 0^ 1. 0mmHg)«|«U ffift^tiMiimi 
(2 g, 7 1%) o - 
[0 3 0 1] 

B. 

Ut2 9 1] 



±IHA^no^;M-h (50mg, 0. 2 3 7^'j^/l/) *5«fctf;JOj 

&)*Jy (pvp) (75mg,o. 7 0 5U^;V) ss: 

[ft 2 9 2] 



©75/-t-7f;nxf;i/ doomg, o. 2 3 75U : e;l/) (HS6M7 

/BOE«te«Pi;«36) ©CH 2 C 1. *«.(2mL) £*l*3 0 

fiJS**RTt?l 5#nJ»W*. a*»fc«K-|S^7 5 ^ (WA2 1 J, 
Supelco, 1 5 0mg) %il*5o £lS»^** 1 5^WM^f5o flMg-IS'S' 

07h^77^- (S i 0 2 ;^"9->/E tOAc = l : 4) fcfaLT, ffilE. 
(0. 1 g\ 7 0%) 
[0 3 0 2] 

c. 

Ut2 9 3] 




Ph 




(232) 



#82 0 0 3-5 0 9 5 




±l2B7x/-;l/-t-"/^;l/XX-r;Hb^ (6 0mg, 0. lO^U^e;]/ 
KBtuNBrCO. 3 2mg, 0. 001 ^U^l/) > 7j<1£NaOH (1M 
0. 5mL, 0. 5 5y^;l/) fe^thW^n/V-^ ClmL) 

[0 3 0 3] 

^-7^>-/VU 8v0tJcl 2hW»«» MttftEtOAc (10m 
LX3) TttttrrSo 3y/^>Lfe«Wtf»W*-eilfeV\ ftjft (Na 2 S 

?*^T*#§ 0 ^V^ftiXf;l/^ 3 0 % T F A/CH2 C 1 2 JSS»T— ftffl. 
ST*. ££#£MBEI&£U »»*^UfiS»«HPLC (A/B (7 0:3 0) 
~1 0 0%BO»R^lE*fl!V>SJWntt^ ^flfiffll 2 7fclTO) fcT»SL, 2 
•OOSzjm ' mm<DWgli?y)l*u* h*i/x-- r/P-i? (13mg, 2 3%) 
£TIB5£<D7x/-;l/-i& (3 2mg, 6 3%) $feSo 
[0 3 0 4] 

8ffl^*ffl^52MIH P L C^KJ: 0 V 4«1W«> 9 2 ti« 

W*ft*"(*y C (M+H) + =5 5 3. 2*5<fctf5 0 3. 2] *f|* 0 
[fb2 9 4] 




[0 3 0 5] 



(233) #^2 00 3-5 09 5 

nMM3 0 7fc<fctf3 0 8 

±"K&WW3 0 6 iEHRWrews* "TXTfca^SFireM**.' 
[ffc2 9 5] 

307 HJfcfllj 308 

3 0 7: [M + H] + =5 5 3. 2 
13 0 8 : [M + H] + =5 0 3. 2 
[0 3 0 6] 
3 0 9 
[ft 2 9 6] 





7i-;^onft/W-h (1 lmg, 0. 0 6 35';^) fcitfh 
'jxW5> (6. 5mg, 0. 0 6 3 ^11^71/) OJB^tC, CH 2 Ch 
(lmL) +<Di£: 
Cfb2 9 7] 

CH 3 COjt-Bu 

<D75/-t-7^xXf;I/ (2 0mg, 0. 0 535';^) (H;&f§0!j7/ 
[0 3 0 7] 



(234) 



43^2 003-509 5 



• t -^f;i/x^f;i/^5o cvyan&mL i OH (1. OMM 0. 5 

Oml") 355tfTH"F (2m"LT 'lcaW»t; "R TT'5 h'f}$tS 0 

»m (lOmg, 3 8%), [M+H] + =5 0 3. 2 
[0 3 0 8] 



HS60II3 1O 

llflHN3 0 9O4HHDG«2:nailcbT, l, 4i/'J-X©Mf5^*;V 
[11:2 9 8] 




[M+H] =5 0 3. 2 



[0 3 0 9] 



mm3 1 1 



[fb2 9 9] 




Ph 



CH 3 CN (2 OmL) +£>5£ : 
[<b3 0 0] 



Ph 




(D75>-t-7f;Vx7f;l/ (3 0 6mg, 0. 735y^;l/) (MfflfrM / 
BOE«fc:Jpi;«5e) feitfp-^x/^^mM (2 2 0m g> 1. 025 



(235) 



2 0 0 3-5 09 5 0 3 



U^K 1. 4^M) OMrtfcfc, BOPMi(37.2mg, 0. 84^U^;l/ 
„" 1. 1 5!§fi) ftfcilfcfe'lfc 1 P rV NE't ~(07 5 m LT 2. 9 
€r;k 3. 9^S) SrMTTSo 
[0310] 

SS#U *ttlN-HC lTBBo zkttJB^E tOAc (2B) TtttlJU 3> 
(Na 2 S0 4 ) U ttEEmLTffifl&mttiS. fc5ft*«75 F-x* 
[0-3 1 1] 

ffl75Hx7f;I//40%TFA-CH2 Ch (2 5mL) <DM^ RT 
?5h«W«. £f§#£Mffl^£U SttfefMRHPLC [YMC S5 O 
DS30mmX25 0mmi£tl#^A ; ffiM=2 5mL/ft A/B (70:3 
0) ~1 0 0%B<D3 0#i!ffi5jK, C<IT\ ^|JA = H 2 O/MeOH/TF 
A (90 : 1 0 : 0. 1) ;}$iB=MeOH/H 2 O/TFA (90: 10: 
0. 1) ] TlfMLT, SfBffc^ (2 3 8mg, 2 Xf7 ^Cfrfc DUX* 5 8 
%) %*feB#T#So ##tj£«H PLC: fl$MIB» 7 . 5 3#o (jIlr£JSE 
»>XfA: 50%A/50%B~0%A/1 00%B (A = 9 0%H 2 0/ 
10%MeOH/0. 2%Hs PO4 ; B = 9 0 %M e 0 H/ 1 0 %H 2 0/0 
. 2%H 3 P0< ) 8#; 2 2 0 nmT^tb; YMC S3 0DS4. 6X5 



OmraiJ7A) 0 [M+H] = 5 6 3. 3 



[0 3 12] 



MM3 1 1 A 



[fC3 0 1] 




(236) 



0 0 3-5 09 5 03 



THF/DMF (lmL/O. 05mL) + <D&, : 
tfE"3 0"2] " " • - 




0^-7^ >• t ;l/XXf;l/ (3 5mg, 0. 0 8 35U*;l/) (MMm 
7/B©SE«fc*i;«ift) , 4 -7xy^>fiA#i (3 Omg, 0. 145U 
t/W 4o<k£5HO A T (3 0mg, 0. 2 <Dffi&tC, EDCI (2 

Omg, 0. B^W^RT-e-fflWW*. 
[0313] 

S/iS«E^E tOAct«U *ttlN-HC K Ha 0, ffrl*7j<1£N a H C 
0 3 fe«ktfJtetcT«El\ Igjft (Naz S04 ) U MJ±^-r§c fi75K-t 
-7f/l/iXt/l/^ TFA/CH 2 C li (1 : 1 ftjfc 5mL) icHn 

ftfPH*. a§l«i%^HPLC [YMC S 5 ODS 2 0X 1 0 0mm* 
5 A, A/B (60 : 4 0) ~1 00%B<D1 0#)®!i£jBB, ^JA = 

Hz 0/MeOH/TFA (9 0 : 1 0 : 0. IK 8ft!lB=Me OH/Ha 0 
/TFA (90: 10:0. 1) ;ffiM=2 0mL/ft]~?mmLT,Mmt^ 
m (3 2mg, 6 9%) £&3 0 . [M + H] + =5 6 3. 3 
[0314] 
H0&0J3 12 
[ft3 0 3] 




1) THF (0. 5mL) +<D5£ : 
Ht3 0 4] 




(D%Z-T5.>- t-7f;HXf;P (2 5mg, 0. 0 6 5U*;l/) (HSSM7 
/BOKKfclpUHjS) 2— ty*Uy*ifr$ym (2 5mg, 0. 
l 5 5U*;K 2. 5iiM) *iM*So 

2) HOAT (4 8mg, 0. 3 5. 8 MS) £*l;L£o 

[0 3 15] 

3) .DMF (5 Oil L) ^iW^LSo 

4) EDCI (2 0mg, 0. l^U^k 1. 8m^I) £il*;& 0 

5) SJSSS^R TT2 4 hjg^f^o 

6) SJSttfcMeOH (2mL) VftffiL, WMtZo 

7) 75 F- t - ^l/XXf^KH P L C [YMC S5 ODS20 
X 1 0 0mmA7A ; fclSi=2 5mL/^ ; A/B (7 0 : 3 0) -1 0 0%B 
(0 1 OftmWik}^ CZT\ miA = Hz O/MeOH/T F A (90: 10: 
0. 1) , j$fjB=MeOH/H 2 O/TF A (9 0 : 1 0 : 0. 1 ) ] TfilS 

[0 3 16] 

8) K-x7f;l4*OI^ TFA/CH 2 Ch (1 : 1 
fttifc 0. 5mL) ©SSft-e-ftftUl'rSo EJ^£*EE»ttLT (Speed V 
ac) , mMMh (8mg y 2 5%) «ff« e Mfll^H P L Clz J: D> Sffitt 
*6&>8 8%#Bi&eft; LC/MS (xU*bn*:/UHfcfcfJ) ££t)> 
ft^©IE«fc#3H'*> ( [M+H] + = 5 2 1. 2) &flfe. 

[0 3 17] 
H»!i3 1 3 
Kt3 0 5] 



(238) ^2 0 0 3-5 0 9 5 0 3 




[fb3 0 6] 



Ph 




©75/-x-Xf;l/ (2 0mg, 0. 0 4 7 (^SSM7/B©fEfc 
icmi^mS) . ft7x>-2-M^>8 (9. lmg, 0. 7 13=U^/K> 
> EDCI (26mg, 1. 4 ^ U &£tfDM A P £>*5S^£ 
\ CH 2 Ch (2mL) fc»J*U RTTHa»W«, 
[0 3 18] 

KJ&aSfcfczkttl N-HC 1 (2mL) fc£tfftftzkttN a HC Os (2mL 
) T^^WlcBBo ^T^flUc, fcfckNa. S0 4 0. 5gfe£tfWA2 1 
J7^y-^S^flg (Supelco) 0. 2g£i»*So ffi^K&fcO. 5hitH 
s ISCTFA (2. OmL) ^RTT^Sit 

5*3o £JS»K^ Speed VacT*MJEi®SSlLT> UfbM£JfeWm?ff 

[0 3 19] 

3^«^tffHPLC [YMC S5 ODS4. 6X33mm*7A, 10 0% 
A~l 00%B(D2^mm^s M=5mL/^ ?SiA=l 0%MeOH/. 
9 0%H 2 0/0. 2%H 3 PO^ , 7£#jB = 9 0%MeOH/l 0%H 2 0/ 
0. 2%H 3 P04 ] ti^ Mit9 2. 7%tfga&e>ft3 0 ££fc:LC 
/MS (xl/^hnx^-) ma«E<fc^»©iEfl|3a:4HF^*> [ ( 

M+H) + =4 7 7. 2] Jfcfc* 0 
[0 3 2 0] 



(239) 



WS2003-5095 



mmm3 14 

fflBkfuY^A, (protocol) ZMtttZo 
Ut3 0 7] 



fc*i;«3» *S«fctf3. 5-^m$Ifi(13mg, 0. 07U'J^ 
;W OtS^JC, BOPMH (3 lmg N 0.071 ^U^r/l/) /CH 3 CN ( 
0. 5mL) ©flHfc ^V^D I E A (4 1 n L 0. 2 3 /C Hs 

CN (0. 5mL) SJSJK^R T -5 -r&o }ff£#£ 

Speed VacT*MEE^L> CH 2 Cl 2 (2mL) £Ai*S 0 
[0 3 2 2] 

88£fczM$lN-HC 1 (2mL) fcitffffltekttNaHCOs (2mL)T 
ifiKWfcJJfe^o -WittteO. 5gOHR7kNa2 S 0< :fe<fctf 0. 2gOWA2 1 
J75^-^iBS (Supelco) fcJi**. ffi^ffcfco. 5h$g£5U 
it^-TSo MtfcTFA (2mL) WRTf-^It^Sc 
[0 3 2 3] 

Speed VacT 1 6 hMJEMSiLT, «R^j«»*Ste^««n? 




[0 3 2 1] 



ftfckCHs CN (0. 5mL) : 
[fb3 0 8] 



Ph 




075y-xXf;l^ (2 0mg, 0. 0 4 7 4^U^;lO . 7 / B OlBig 



(240) ^2 0 0 3-5 0 9 5 03 

IMHPLC [YMC S5 ODS4. 6X3 3mm?!j7^ 10 
0%A~1 0 0%B<9 2#»e£!BE> Tm=5miy^-m\A= 1 0%MeO 
H/9 0%H 2 O/0. 2%H 3 P04 x ^jB = 90%MeOH/l 0%H 2 
O/0. 2%H 3 PO* ] ^^J^9 0%^Hi6e>n§o 2£K:LC 

/MS (xl/^fn77H ££9. ^IBfb^OiE«i^^^> [ (M + 
H) + =531. 3] £f#£ 0 
CO 3 2 4] 
HS&#!3 1 5-3 9 1 

±j&<D^M(D 1 -0%ft\,\ Tm(D£,35£Zfnffim (Example) No. (D^ljJ 
[fb3 0 9] 




[0 3 2 5] 
[fb3 1 0] 



(241) 



«&2 0 03-5 0 9 5 



Example No. 












315 




521.2 [ 


316 




507.3 


317 




563.1 


318 




561.2 


319 


CH, 


499.3 


320 




559.2 


321 




491.1 


322 




522.2 


323 




491 2 


324 




543*3 



[0 3 2 6] 
[ft 3 1 1] 




[0 3 2 7] 



(243) tf£2 0 03-5 0 

Ut3 1 2] 



Example No. 


R 3 * 




337 


0 


477.2 


338 




471.2 


339 




501.3 


340 




489.2 


341 


i 

a 


539.2 


342 




529.3 


343 




515.3 


344 


CH, 


485.3 


345 




501.3 


346 


1 

a 


505.2 


347 




505.2 


348 




527.3 


349 


a 


539.2 



[0 3 2 8] 



#52 0 0 3-5 09 5 03 



[ft 3 1 3] 



Example No. 


R 3 * 


[M+H]* 


350 


F 


489.3 


■391 


a 


523.2 


352 




515.3 


353 




511.2 


354 


, SrV 8CH5 
XT 


523.1 


355 




499.2 


356 


ng 

F 


503.2 


357 


ngr F 

F 


521.2 


358 




529.2 


359 




529.2 


360 




530.2 


361 




530.2 



[0 3 2 9] 
Wk3 1 4] 



#£2 0 03-509 5 03 



Ph 




(75F-W 
Kt3 1 5] 



Example No. 


R 3 


[M4-H]* 


362 




499.2 


363 




547.2 


364 




563.2 


365 


NT 


561.1 


366 




595.1 


367 


XT' 


593.1 


368 




595.1 


369 


a 


597.1 



[0 3 3 0] 



(246) #^2 003-5 0 

Cfb3 1 6] 



Example No. 


R 3 




370 




563.1 


371 




547.2 


372 




563.1 


' 373 ' 




577 .2 


374 




561.2 


375 




561.2 


376 




536.2 


377 




577.2 


378 




577.2 


379 




615.3 


380 


CHj 


499.3 



(247) ^2 003-509 5 03 

[0 3 3 1] 
[ft 3 1 7] 



Example Mo. 


—3 
R 


l** i a. J 


381 


CH, 


519.3 


382 


F 


507.3 


383 


CI 


539.2 


384 


V 

a 


505.2 


385 




505.2 


386 


a 


522.7 






387 


jr 


513.3 


388 


■"CO" 


527.3 


389 




529.3 


390 




527.3 


391 




523.1 



[0 3 3 2] 

mm3 9 2 



(248) #^2 00 3-5 0 9 5 0 3 



Ut3 1 8] 



A. 

[<fc3 1 9] 



So 



CH 2 C 1 2 (5mL) : 
Kt3 2 0] 



CH, 



<D7^> (4 7mg, 0. (^M3/A©fE|g£*gCiBg) O 

^^c, iPr 2 NEt (0. lmL, 0. 5 7 5 'Jt;W 43£tf DM A P ( 1 
4mg, 0. 125';^;1/) mix.tztk, ^>S?;WV^7*-h (24mg, 

o. i 8^ u^e/i/) %jjnz% 0 

[0 3 3 3] 

EJ&iftfcl 4h&#U ^TCH 2 C 1 2 ( 1 5mL) TiSjSTfS, SCX 
fc-MJyS? [3g©SCX*-hUy^J6, M e OH (1 OmL) fej;t? 
CH 2 CI. (5mL) t*IllTioTfe<] -fciifo 'il«*«EEaWlUT, 
±CAOWR*{k«&1» (5 3mg, 8 4 Ctl«4+^fCjWt» % 

[0 3 3 4] 



(249) 



#^2 0 0 3-5 09 503 



B. 



[fb3 2i] 



Ph 




CH, 



THF/MeOH/H 2 0 (3 : 1 : K 5mL) »t>©±ISAffiflaR-xf-;l/ 
XXf;l/ (5 3mg) fcitfL i OH • H 2 0 (1 2mg) ®jS88fc£, RTT2 
■ M9H$t;So »«^ttlM-HC lTpH3^'l4fbt> fflEEBtfU ft® 
HPLC [YMC S5 OD S 2 OmmX 1 0 Omm*7^fffl ; 7 0%A 
/30%B~1 00%BOl 0#M!£JBE. !5Bi=2 0mL/^ A = 

H 2 O/MeOH/TFA (9 0 : 1 0 : 0. 1), B=Me OH/H 2 O/T 
FA (90 : 10 : 0. 1) ] T?»«UT, WstttSm (1 2mg, 2 4%) £ 



+ 



h»£T&5o [M + H] =5 0 0. 2 
[0 3 3 5] 



^SSM3 9 3 



Ut3 2 2] 




A. 



Ut3 2 3] 



(250) 



#^2 0 0 3-5 0 9 5 0 3 




COjCHa 

[0 3 3 6] 
CH 2 C 1 2 (5mL) +<DiS : 
Kt3 2 4] 




COzCHj 

£>7^ (0. 2 5g, 0. 6 6^'j^/l/) (^«j6 0IH^c?pi;Mi£) ©rt 
J&£, 4-^^>7i^;HV^7^-f (0. 2 0g, 1. 3 2 = U ; e;l/) 

^LTfa^^ CM^DTF^77>f- (S i 0 2 ; 1". 5%MeOH/ 
CH 2 C 1 2 ) iCftLTs mmit&Vd (0. 3 4 g s 9 7%) ^fer*^Tl# 

[0 3 3 7] 

B. 

[ft:3 2 5] 




CO2H 



H 2 O/THF (4 0 : 6 0®m. 5mL) +©_tfBA{l:^ (0. 1 4g, 
0. 2 6^'Jt;l/) *5<fctfLiOH (0. lg N 4. 3 ^ U €;;!/) 2 
5 tT* 1 2 hijft^o £JS*5^£H 0 A c T^fbL, EtOAc 
£ (2M) o 



(251) 



#^20 03-5 09 5 03 



[0 3 3 8] 

~3*?wuui&tmRmi*mM (M g *s un-urmmmLrmmt^m 

(0. 1 2 g, 9 0%) [M+H] + =516 



H-NMR (CD 3 OD) : 6 7. 9 4 (m, 2 H) , 7, 4 5 (m, 3H 
) , 7. 2 3 (nu 3H) , 6. 80 (m, 2H) , 6. 80 (m, 3H) > 4 
. 5 8 (s, 2HK 4. 2 3 (t > J =7. 9 Hz, 2HK 3. 8 1 (s, 
2H) , 3. 73 (s, 3H) , 2. 98 (u J = 7. 9Hz, 2 H) , 2. 
3 6 (s, 3H) 
[0 3 3 9] 

Ut3 2 6] 




OCKj 



A. 



lit 3 2 7] 




5mL07-bhy+^HulB^: 
Kt3 2 8] 




(252) 



#^20 03-509 503 



(DtuW^^fA/^uV H (Ml&ffll 3 ; 0. 15g, 0. 

^E;V) V N-X^;l/- p-7"-^^y (0. 1 4 g~ 1. 0~^U^) fe<fctfK " 

2 C0 3 (0. 15g, 1. <D®m*s 2 5ttl2h^n o 

^MtXEmiTttmtff, cn**DTh^7-r- (s i o 2 

; 1. 5%MeOH/CHi C It ) JC^LT, «Rfl:*ft(0. 1 2 g % 6 5 
%) §ifei«i5o 
[0 3 4 0] 

B. 

[flS3 2 9] 



H 2 O/THF (4 0:6 0^1, 5mL) +<D±fEA{t£^ (0. 1 2 g> 
0. 2 2 5U*;l/) fcitfL i OH (0. 0 5 0 g, 2. U'JW 

, RTTM 2 hljf t5o SjSSM«XESMtUT, msnrefe <:n^ 

SXHPLC [YMC S5 OD S 3 0 x 2 5 Omm^A I ffi&= 2 5mL/ 
£\ A/B (5 0 : 5 0) ~1 0 0 % B © 3 0 Ifflffim. &ftjA = H 2 O/M 
eOH/TFA (90: 10:0. l) , i$MB =M e O H/H 2 O/TFA ( 
9 0 : 1 0 : 0. 1) ] TifgLT, flHBfl:6tt (5 9mg, 5 0%) 



W®T*'&2>o [M + H] = 5 3 0. 3 

NMR (CDC.l 3 ) : 7. 9 9 (d, 6. 2 Hz, 2 H) , 7. 45 (m, 
3H) , 7. 2 4 (m, 3H) , 6. 8 2 (d, 6. 2 Hz, 2 H) , 6. 7 9 
(m, 1 H) , 6. 6 3 (m s 1 H) , 6. 5 5 (s, 1 H) , 4. 2 4 (s, 
2HK 4. 16 (t, 7. 8 Hz, 2 H) , 3. 72 (s, 3 H) , 3. 59 
(s, 2 H) , 3. 16 (s, 2 H) , 3. 0 2 (t, 7. 8 H z , 2 HK 2 
. 40 (s, 3H) 
[0 3 4 1] 




CH, 



+ 



(253) $82 00 3-50 9 5 

^SSM3 9 5~4 1 0 

±.}&<D¥m<D 1 TIH^fe<fct>^»J "(Example) "No. V^tl 

Cfb3 3 0] 




(MM— S!) 

[0 3 4 2] 
[ft 3 3 1] 



Example Ho. 




IM+H3* 


395 


T 


562.3 


396 


1 

V 

OCH3 


546.3 


397 


1 

a 


554.2 



[0 3 4 3] 
Ut3 3 2] 



^2 0 03-5 0 9 5 0 3 



Example No. 


~ p 3* 




398 


I 

XX 


532.3 


399 




522.3 


400 




546.3 . 


401 


M *6 


516.3 



[0 3 4 4] 
Ut3 3 3] 




CH3 



[fk3 3 4] 



• 


(255) 


• 

#S2003-5 




R 


[M+H]* 


402 


T 

U 


562.3 


403 


T 

OCKj 


546.3 


404 


I 

a 


554.2 



[0 3 4 5] 
Kt3 3 5] 



Example No. 






405 


1 


532.3 


406 




522.3 


407 




546.3 


408 




516.3 


409 




516.3 



[0 3 4 6] 

$mM4 1 0 
Ut3 3 6] 



(256) 



#82 0 0 3-5 0 9 5 




y 

i 



OH 



[0 3 4 7] 

A. 

[fc3 3 7] 



\ZVz/y (2mL) +0 1-^7^;VX;l/fc;l/^n'; F (2 6. 8mg, 0 
. 1 2 ^ U ^tfDMAP (2mg, 0. 0 1 e^V'Efr) (DfeSmc. 
\ZVi?y (0. 6mL) +<DiS : 
[fb3 3 8] 



mm-U^y^y (WA2 l J, Supelco; 5. S^V^/gWM. 1 5 0m 
g) £Al3.£o 

[0 3 4 8] 




(257) 



$82 0 03-5 09 5 0 3 



tf> Ctl^Ttm^^mv, ?w?h777>(- (CUS I LI 2M6*7A 
; U ni ted technology ; 6 m I try &W2 g <DWMW fcttto ' " 

1) tl^h^^y (2 0mL) TWfmmtZo 

2) mm*m'mn<DE toAcfc»»u ^yawa^AteftASo 

3) A-bU-r^hex/EtOAc (3 : 1) , hex/EtOAc (1 

: i) -wwrr*. rnn®^ ctlctrije) miTaaefc6*$ft 

[0 3 4 9] 

B. 

Cffc3 3 9] 



±IBAfb^/CH 2 C 1 2 ©jSSf?ffitC, E 1 3 N (lM-CHi Ch ^ 
0. 3m L) fcitfTMS I (IM-CH2 Ch 0. 3mL) *MmL 

So 

[0 3 5 0] 

^JsJctf^N CHQAX 1 2M6^77A (United technology ; 6 m Lii^h 

1) *7A^CH 2 C 1 2 (2 5mL) ^RW»« 

2) »it*«/|«OCH2 C I2 tC»»U SAX*5Afci«|** 

3) *-h'Jr^CHi C 1 2 (2 5mL) , CH2 C 1 2 /Me OH (5 
%M eOH, 1 5mLK CH 2 C 1 2 /Me OH (5 0%MeOH, 15mL 
) > Me OH (2 0mL) T'&ilLTift? 

4) 4«l%TFA/MeOH©S}S (2 OmL) ■?jWtt"S 

[0 3 5 1] 



CH 3 




(258) #^2 0 0 3-5 0 9 5 0 3 

Bte&mtt<Dnft*mtb, Speed Vac"C»EaWibT, BMS-3 2 9 
"0 7 5 (1 6 nig, 6 2 %')~*#S 0 &1f$f«TH P Lrte«r5W»*IK9 0 
%tfmsbz>n% 0 Sfcfcv LC/MS (xu^hnxrb-) &c<fct), BrM:^ 
WKDlEmZft^ty [ (M + H) + =5 5 7. 1] J&&S 0 
[0 3 5 2] 
H»N 1 1 
[ffc3 4 0] 




A. 

[ffc3 4 1] 



(x=Ao^fy > 7;l^;k cf 3 , cf 3 o^D 

[0 3 5 3] 

2kfiBH ClOOmL) 43J;tfH 2 0 (5. OmL) +(D4-7;Vto^y^l/ 
*M72y (1. Og, Lancaster) ©OtglfC, Ch #X£lhiftt& 
t? 0 &^*efije»S«rfcac-H2 Ofc&f\ it^CCHa C 1 , (2 O OmL) 
TttfflU tf*£fI£H 2 0 (2 0 0mL) , 7j<14«gftN a H C 0 3 (1 OOmL 
X2) , ft&lc&k (2 OOmL) T»ffliitl9o #BM%KJft (M 
gS0 4 ) U M£E^HLT4-7;l/^-n^>> ? ;l/7 > ;l/^n;l/^niJ K£&feH 
(1. 3 g, 8 9%) o 
[0 3 5 4] 

B. 



[fc3 4 2] 



(259) 



^2 0 0 3-5 0 9 5 0 3 



F 



Ph 




"I 

CO2H 



\£Vi?y (0. 8mL) tOiS : 
[^3 4 3] 



1 

CO2CH3 



fEf^csag) <Di®mic, 4-7;l/tD^>^X;l/tol/^0'; F (6 8m 
g, 0. 3 33=';*/k 5%M) £;fj|x.£ 0 fe^5£7 5°CtCiJ!^U 7 5°Ce 

[0 3 5 5] 

H 2 0/MeOH/THF+C>7j<1£L i OH (0. 3 Mi« 1 . 
OmL) T*l 8h#l31U ^TMEE^1-^ 0 £§M£ 1 . 0M7jo|4HC lTp 
H=l~2*Cl?1M:U EtOAc (2H) TftffiU fgji (Na 2 SO<) L 
> M/I^LTffiMc^ffSo ^HPL C [YMC S 5 OD S 2 0mm 
X 2 5 0mmItt*7A ; A/B (60:4 0) ~1 0 0%B<£) 1 5^M^IE 
^ 1 0^ffi^PJJ> A = H 2 O/MeOH/TFA (9 0 : 1 0 : 0. 

1) v B =M e OH/Hz O/TFA (90: 10:0. 1) ] •efltSf£frl/\ 
WEttitta (1 2mg, 3 4%) [M+H] (LC/MS 

) =5 3 9. 1 

[0 3 5 6] 
H#£#J4 1 2-4 5 6 

±a©¥IR0 10%fl!V\ TEStfeitfiWW (Example) No. "CwSft* 



(260) 



#^2 0 0 3-5 0 9 5 0 3 



lit 3 4 4 ] 




(X;I/*y75K-W 

[0 3 5 7] 
Ut3 4 5] 



(261) 



#^2 003-509 5 03 



Example No. 


K 3 * 


[M+H]* 


412 




507.3 


413 




575.2 


414 




525.2 


415 


no 


521.2 


416 




J -J -J • 


417 


^CF, 


513.2 


A T O 




535.. 3 


A 1 Q 




575.2 


420 




581.1 


421 


vr 1j 


590.3 


422 


CF 3 


589.2 



[0 3 5 8] 
[{1:3 4 6] 



(262) 



0 0 3-509 503 



■ ■ n nn^,r,iu CIO • 




[M+HJ 


423 


no 

V 

CH 3 


535.3 


AO A 


F 

1 


539.1 




■ *x 


541.2 


426 


CI 


589.0 


427 


F 


573.2 


428 




555.2 


429 


a 


555.3 


430 


CI 


589.2 


431 




535.3 


432 


^N>CF S 


605.3 


433 




577.4 



[0 3 5 9] 
Kt3 4 7] 



#£2 0 03-509 5 03 



Ph 




CH3 



[fb3 4 8] 



Example No. 


*3g 




434 




549.4 


435 




557.3 


436 




506.3 


437 




549.3 


438 




541.2 


439 


no 


521.3 


440 




533.3 


441 




535 . 4 


442 


/a: 


575.3 


443 


no 2 


678.3 



00 3-5 0 9 5 0 3 



[0 3 6 0] 
Ifb3 4 9] 



Example No. 


R 3 « 


[M+H] * 


444 




597.4 


445 


CF 3 


589.2 


446 


Hp 

CHj 


535.3 


447 




539.1 


448 




539.1 


449 


CI 


589.0 


450 




573.2 


451 




555.2 


452 


CI 


555.3 


453 


CI 


589.2 


454 




535.3 


455 




605.3 I 


456 




577.4 



(265) #^2 0 03-5 0 9 5 03 



[0 3 6 1] 
5 7 
Ut3 5 0] 




A. 

Ut3 5 1] 



CH 2 Clz (lOmL) +<D*?-fr- 2-tKn^S/lfUs;>-5-*;V# 
(0. 2g, 1. 35U^;l/), 2- (5-^f;l/-2-7x^ 
4 x ^y_ ;P (0 3 2 g ^ j 5 6 5"y*;l/) 43<fctfP 
h 3 P (0. 38g, 1. 5 ©orSfflite, DEAD (0. 2mL 

, 1. 9 5 5U^;W fciSTU gJS»*2 5t:Tl 2 hjl^lTSo 
ilHU S i Oz tCT^OThy57^- (h e x/E t OA c = 4 : 1) tetf 
LT> SfBfk^ftl (0. 2 8g, 6 3%) £*lM#l«f#£ 0 
[0 3 6 2] 



B. 

[fb.3 5 2] 



CH 3 



THF (lOmL) +£>±fBA{fc£# (0. 2 8 g, 0. 8.2 5 U ^71/) O- 
7 8tM(C> DIBALH (IM-CH2 C 1 2 2. OmU 1. 9 5 



(266) 



^2 0 03-5 09 5 0 



1S»*2 SiCtdWBU RT^ihmfe^ T L Cte«kSfc7;V3-;l/<&# 

m (M g so 4 ) u «ee»»lt, mmit&wzmms-enzo ccmank 

[0 3 6 3] 

c. 

Ut3 5 3] 



CH 2 Ch (15mL5ifOifkWJ;I/(0. 2 2mL, 2. 6 
)V) 43<ktfDMSO (0. 3 7mU 5. 2 5U^;10 0-7 8t^C, ±IB 
BffcS* (5mLOCHi-C 1 2 +0. 4 2 gOfiM) 0»«rF«. K 
jSffl^M-7 8tT2hIjfU ^tEta N (lmL) *ffiT?% 0 ELfo 
»#«**6fc:-7 8r"P0. 5hJWU ^T*2 5m^<*)J:llllSt 
§0 £j£iffi£&£E tOAc (2 0 0mL) T#5^L. akftNaHCOs 
E*T3»KLTifc$o #M««jR (MgS04 ) U ^TMEftRLT, HI 

tafb^% (0. 4o g , 95%) zti**n&jMm&TK:%x 

[0 3 6 4] 

D. 

[ffc3 5 4] 




Ph 




(267) 



^2 0 03-5 09 5 0 3 



±fcc<t-£® «o. 8 2^u«t;W > ^'J^y^f;vxxf;«^ (o 

. 5 gs'fT "O'^UW^ "NalH CO Ac) "s~(0V 8 5g N ~4. O'^U* 
*5£tfDCE (1 OmL) (Dfe&tiS^ 2 5 °CT 1 2 h8t#-r& 0 &V>T£ 
JSiES^fcE t OAc (5 OmL) "ttHRU zMSNaHCOs fcitflfizkT'il 

MLTm?o (M g so4 > u ^tmemjlt, suba:^ 

(o. 3 1 g, 82%) itmmvn.ummHVLcicz*). m&>95% 

CO 3 6 5] 

E. 

[11:3 5 5] 



DCE (1 OmL) +©±f5Dfb^tf (0. 0 5 0 g, 0. , 
4-7i7^MyX7;l/fl:F (0. 0 4 8 g, 0. 2 , NaB 

H (OAc) a (0. 0 8 2 g N 0. 3 9^U€-;P) 2 5«CT 1 2 

hilft^o £iS*53#£E tOAc (5 0mL) tm, zkttNaHCOs 
fc«ktfltoK*C»ttLTifc$o MW^fEiR (MgS04 ) U &l^J*EE»«l, 
T, ^-^> t y 7 ^ / ^ f ;i/xxf;^MiT#§ 0 
[0 3 6 6] 

COgHtte, L i OH (0. 0 5 0 g) fe«ttfH 2 O/THF (6 0:4 0?$ 
»u 2mL) EJS$£RTTM 2hM#"f3 0 ^HPLC [YMC 

S5 ODS 3 0X2 50mm*7A; A/B (3 0:7 0) ~100%BO3 
0#jSBe$J6E, iI=2 5mL/^ A = H 2 0/MeOH/CF 3 COOH ( 
9 0 : 1 0 : 0. 1) > B=MeOH/H 2 0/CF 3 COOH (90: 10: 
0. 1) ] fcffoT, flSBfl:£ft (0. 02 1 g, 3 0%) §TFAfi^5c 



H-NMR (CDC 1 3 ) : 5 8. 18 (s, 1HK 7. 94 (cL 6. 
6Hz, 2H) , 7. 86 (c\ 8. 8Hz, 1 H) N 7. 45 (m, 3 H) , 




(268) $82 003-5 0 9 5 03 

7. 34 (nu 3HK 7. 14 (u 7. 4 H z, 1H), 7. 02-6. 9 
2 (nu 5 H) \ 6." 8 1 ( t ; 8. 8 Hz, 1 H) , 4." 5 1 (nu 6 H) , 
3. 59 (s, 2HK 3. 06 (t, 6. 2 Hz, 2H) 
[0 3 6 7] 

mmm4 5 8 

Ut3 5 6] 




A. 

[ffc3 5 7] 



HO'^O^CO a CH 3 



2-fc: Fu*i/}SVi;y-6-i])l$>m. (1. 30g, 9. 45U^), 
ifH 2 S04 (0. 5mL) &£tMeOH (2 0mL) £>i5£^£, 1 2 h*JI 

JE^LTWm**ttt(£f#, iin^EtOAct«U TkttNaHCOs T 
ft? 0 (MgSOO U MfiEilliLT, ^IH^tl^B^Tlf^ 

(0. 4 3 g, 3 0%) o 
[0 3 6 8] 

B. 

[fb3 5 8] 




THF (lOmL) "t"£D_tIH AYb^«!% (0. 4 3g, 2. 8 ^ U . 2- 



(269) #^2 0 0 3-5 09 5 

(5-*?7l/-2-7x-;l/**1JV-/V-4--' (jV) X*/-;l/ (0. 6 .8 g 

x 3. "3"^U^B;W"35J:tf.p"fi7 P Ti . O g~4." 0 7^^;!/) 

DEAD (0. 66mU 4. 2^U^;1/) £^J&R TT? 1 2 h8i# 

TSo mftttEQNIU iI^P7h^77^- (S i 0 2 ; 2 0%7-feh 

^lt, nmt^*mvmT*n% co. 9 2 g , 97%) 0 

[0 3 6 9] 

C. 

Iit3 5 9] 



Ph 




THF (5 0mL) tO±IHB{b^tl (0. 9 2g, 2. 7 5'Jt;W OijK 
~ 7 8tKTL i A 1 H< (1. 0M-THFj§E 5mL) ^ITU ^ 
^n^SiS^2 hlCt)fct)0 , ttT^lffl^bi6^o ^^TiE^c, 2 • 3tt 

£j£3g^£E tOAc (200mL) tWk (5 
OmL) ISHcfrfiEfSo *s$M*£*£& (MgSO< ) U ttfrmmLTtottVa ( 
0. 9 2g, 9 5%)£&> Ctl^ftl^iltftC^fCffll^. 
[0 3 7 0] 

D. 

[ft3 6 0] 

Ph 

CH 3 

CH 2 Ch (1 5mL) +<Di£it**W)l (0. 4 7mL, 5. 4^U-t 
71/) ^D*DMSO (0. 3 6mL, 10. 8^U^;1/) <D?^fc:, -7 8°C^ 
TCH 2 C1 2 (1 OmL) +£>±IHC{C^ (0. 9 2 g, >2. 75D^ 
) O^^T-T^o SJSS^^r2h^L, ^TE t 3 N (lmL) £riS 



(270) 



#^20 0 3-5 09 5 



'ICSTiBin. &££)&iE^£E t OAc X2 OOmLTT^U ' zKttN" 
aHCOa fc**-W«LTftS. W*8IS*£& (MgS0 4 ) U ^TMflE 



J8tSLTTO{k^«& (0. 9 0g, H-NMR##rK:J:D*fi&>9 0%) 
[0 3 7 1] 

E. 

[ft3 6 1] 



1, (lOmL) +0±ED{fc^» (0. 90g, 2. 7 

5U€;W x ^^>^^f/i/xxf;i/Sl« (i. 7g, 13. s'su^e/V) 

©SBfcfcU NaBH (OAc) 3 (1. 7g, 8. l^'J^lO S 

r, siBfk^ (o. 8 6 g> 8 3%) *m&mwfa-z%%o 

[0 3 7 2] 

F. 

[ft 3 6 2] 



DCE (1 OmL) +<D±fEEffc"£tl (0. 04 0 g % 0. 15'J€;I/) , 4 
-7x/^yX7;l/fHK (0. 0 3 0 g, 0. 15$';t;V)*itfNa 
BH (OAc) a (0. 060g, 0. SSU^IO OiSiKfc, RTT1 2 hi 

#f3 0 K^M&XE&tiu wra»*^D7b^77-f- (s i o 2 ; 



Ph 




"I 

C02CH 3 




(271) ^2 0 0 3-5 09 5 0 3 

3 0%7*hy/'s*Vy) fctfLT, 7 ^ / -X.T.T-frUUit^m (5 6mg 

s>9 5%) ^ifeMWW " " 

[0 3 7 3] 

G. 

[ffc3 6 3] 




H 2 O/THF (6 : 4»& 2mL) +©±CF<k^» (5 6mg, 0. 1 
^Ut/l/) ^DliOH (0. 0 5 0 g, 0. 2 1 ^U^r/l/) RT 
T*l 2hS^n o SlMM«KBQMtLTril6HfMH9. cft^MeOHfc: 
i^U ^KHPLC [YMC S5 0 D S 3 0 X 2 5 0mmt7A I A/B 
(3 0 : 7 0) ~1 0 0%BO3 0i»tt*nE, ^SBg=2 5mL/^ A = H 2 
O/MeOH/TFA (90 : 1 0 : 0. 1) , B=MeOH/H 2 O/TFA 

oo : i o : o. i) ] vmmtZo mmtsm u i mg , 72%) *tf 

[0 3 7 4] 

H-NMR (Me OH-D4 ) : 7. 9 0 (nu 2 HK 7. 7 1 (t> 8 
. 4Hz, 1HK 7. 51 (d, 8. 7Hz, 2 H) , 7. 44 (nu 3 H) 
, 7. 36 (u 8. 7Hz, 2H) > 7. 17 (U 8. 4Hz. 1 HK 6 
. 96 (nu 5H)\ 6. 82 (d N 8. 4Hz, 1 H) , 4. 62 (L 6. 

2 Hz, 2HK 4. 56 (s, 2 HK 4. 50 (s, 2 HK 4. 17 (s 
, 2 HK 3. 00 ( t , 6. 2 H z , 2 HK 2. 36 (s, 3H) 

LC/MS (i^faX^I/-) fc£3C 3 4 H 3 i N 3 0 5 = 5 5 0. 2 

3 (M+H + ) 

[0 3 7 5] 
HMI14 5 9 



(272) 



^2 0 03-5 0 9 50 3 



MS3 6 4] 



era, 



N^COjH 



A. 



Ut3 6 5] 



Ph 



NHBoc 



THF (3 6mL) +©2- (5-**fr-2-7 x^/l^+l^/-^- 4- 
-f;l/) (l. 0 7g, 5. 2 5 5U^e;l/) , Ph 3 P (1. 3 8 g, 

5. 2 5^'j^;l/) ^a , N-Boc-4-tFD^>7i^x^l/7^^ ( 
1. 2 4g, 5. 2 5^';^e;l/) O0°C^C, DEAD (0. 83mL 5. 

^^rMJEMIiL, ^^P7h^77^- (S i Oz ; h e x/E t OA c 
= 95:5-4:1 0gHtfft4jG) &Cf\f L/T\ flQBfkMf ( 1 . 43g; 6 5 % 
) 

[0 3 7 6] 

B. 

[ft3 6 6] 



CH2CI2 (3 OmL) +©±S5Aft^% (1. 0 1 g, 2. 3 




N0 2 



(273) W*2 00 3-5 09 5 0 3 

) *J:tfTFA (8mL) RTT4. 5 h«W*. ttRftttBEttM 

u mmzcHz c 1 2 im&w kvco? iw^y K-eiit§ 0 M£ 

»EE»WLT, Mt5ffl75^f5o iffiT^VTHF (1 1. 9mL) 
©iSStfcx £US» (0. 3 8 3mU 4. 74$>J- : e/l/) fe<fctf2, 4-y- 

hD^y«lf>x;l/*-;P^p'JF (o. 8 5g, 3. l 9 ^ u -=e;V) r$ 

I?:RTT15h^n„ 
[0 3 7 7] 

^D>JF (0. 32 g> 1. 2^U^;V) *il^.So S5£4 HPLC# 

> 1 Nzk'ftH C 1 , ffiflfekttN aHCOa fc«ktftt*TjJfet\ Rjft (Mg S 0* 
) u mu ffi&mmLTiZ: 
[ffc3 6 7] 




<Dm2, 4-v ? -ho^^-tfyx;l/^>75F^#So 
[0 3 7 8] 

CH 3 CN (3mL) +<D$B2, 4 -*J- Kn^>€>X;l/*>75 HOj6« 
te, K 2 COs 'Gfifcl) *5&Xf 1-73-^*7x1*7*17— Y (7. 1 U'Jt;l/ 
) mitto fcfcm*R7T*-mffiT2>o HPLC##Tte«fct>> £s&fo£\K& 
&«0Jttf2/lTfc5Cfc#frfr5 o *&teKJSJB*»fc:DMF (3mL) , 
K 2 COs **Cf t-^l/^n^er-bf— h*Jl*« 0 -£J5fi2 h-C&7"t5 
o SfSaR-StofcE 1 2 0T«U 1 Nzfc&H C 1 % J&ftN a H C 0 3 *5<fct>*i£ 
*T«sV\ (MgS04 ) U «EEiWiLTfflt-rf-;l/xxf;l/*ff«o 
cofflftrK^n^h^:^- (S i 0 2 ;s\*V>/E t 0Ac = 9 : 1~ 
2 : lOSKWSflE) fctfLT, «3B^%f (0. 6 6 3 g, ^$4 2%) £ 



(274) 



&S2 003-5 09 5 



[0 3 7 9] 



C. 



[ft 3 6 8] 



N^COjtBu 



THF (2. 5mL) +<D±iBBfbS^ (0. 6 6 3 g, 0. -9 9 55';^ 
) ©JSSRte^.Ets N (0. 2 0 8mL, 1. 4 9^'J : 6;l') 
WS& (0. 0 90mL, 1. 2 9*»J*/1/) *ftl*So S*S«*R TT-«3W¥ 
"fSo #\i^KS&RGto*E tz OT'ftffiU INzkteHC K SfrffNaHCO 
3 5J:tfWcT»t,\ faR (MgS0< ) U MffiigHlTSo 9i^D7hy 
^7^- (S i 0 2 ;^+>-y/E tOAc = 9 : 1-2 : 1 OgRfW^lBE) 
faLT, flBBfb^ft (0. 2 6 5 g v 6 1 %) £f#3 0 
[0 3 8 0] 

D. 

[fb3 6 9] 



DCE (lmL) +<D±IBC{b^ (0. 0 1 5 gx 0. 0 3 4 4 ^ V ^r/V) 
©880tfc^ 4-7x/^>X7;l/ftF (0. 1 0 3^'j^/l/) &J;tfNa 
B H (0 A c ) 3 (0. 0 3 6 5 g, 0. 1 7 2 5 U J&bl*S 0 SJfcifcfc 
RTTl 5h»§ 0 SJSfi^^IHTlILT, Ctl^C 
Hz C 1 z TS&ffiU «S^7k14NaHC0 3 &<fctf£7j<T*?ftV\ (Mg SO 
4 ) U MEM^St* 3o 




(275) 0 03-5 09 5 0 

[0 3 8 1] 

^ "FX C~iTM"C^S^ ^b r D"S"3 OW^mmir^Ti far* 

I=2 5mL/^ 20%B~100%BO25^E 1 55K> 1 0 0 %B{£ 

flaWIB=2 9. i#] TmSbT> t ;l/xxf ;l/^S e con* 

O^CHz Ch (1. 3mL) fcjj|»U TFA (0. 5mL) Wo< 

o^^c aai*RTT-aawu *v^»E«irr«. «se*chi c i 

2 £«#U H 2 0, ffiltekteNaHCOs *J:tf«*TjJlcV\ f£& (MgSO 
4 ) U MEE«H8bTSEfk^% (0. 0 1 2g, 6 1%) *ffS c LC/MS 
£<fctK ESS* [M+H] + = 5 6 3. 3£rf#& 0 
[0 3 8 2] 

hsian 5 9/cit^tn*<Dmmm7)Wt Y*m\<\ mm* 5 9/d 

©IH^tRICM7c147^/ft:^mcJ:oT, TK*feJ:tfg0iff!l (Example) N 

o. -e^sttsffiowfcttfc^rso 2rM.T> n»ji 3 6<k^»o^iS7?w 

o 

[0 3 8 3] 
[ft 3 7 0] 




CO-H 



[fb3 7 1] 
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^2 00 3-5 0 9 5 03 







- - 


Example No. 


_3 

R 




460 




571.3 








461 


T 

0 


515.3 


462 




471.3 



[0 3 8 4] 

nmw4 6 3 

[fb3 7 2] 




OCH3 



A. 

[fb3 7 3] 




H 



OCH 3 

DMF (2. OmL) +<D^5I0!I2 3 0j& (2 4 Orag, 0. 4 7$U ; 6;1/) 
OrS^C, HOAT (6 8mg. 0. 4 9^';^;!/) , EDAC (9 4mg, 0 
. 4 9 ^U^V) 4o<ttf 2-^>7/xf;l/75> (3 4mg, 0. 4 9 5 U^/b 
) %fax.%o T^^RTTM 8h$#U &1/>T* L C -M S ^ctSS^©^ 



(277) 



#^2003-5 0 9 503 



[0 3 8 5] 

SiJj£2-S/7/x^;l/7^> (3 4mg, 0. 4 9^')W^ KJmR 

mtyfe rtt4 8 himtZo n%ft*mj±m£L, mmttcuz ci 2 u o 

mL) K®mU 7k (3 0mLX2) 33£Zfi&7k (3 0mL) TiiieLTi5fc5o 

(M g so 4 ) u ffij£mmi-?z>o mt>n%memmzwi'hm<Dc 

Hz C 1 2 (3mL) t^t, E t 0 A c £ffl^LTill*}£0®£fToT, 7^ 
F^^©^iafb^tl (1 8 4mg, 7 0%) £*£«m#£o 
[0 3 8 6] 

B. 

Kt3 7 4] 



CH 2 C \z (1. 5mL) +(D±Mhlt%m (1 8 Omg, 0. 325';^ 
;V) £>0tiMtC, Ph 3 P (8 3mg, 0. 3 2^)^)V) „ DEAD (10 
0/xL, 0. 6 4^U^) fecfctfTMSNs (85/iL 0. 6 4^';€/l/) 

[0 3 8 7] 

£JS&^£RTT2 4 hM#-f&o LC-MSMfa^ fr&D£>M0ffi 

3^-eMJEiIISU £6>£Ph 3 P, D E A D4o <££5TM S Na (*UH«ia 
W) ttfaTLZo £j£&^%RTT2 4 h£t#U ^TEtOAc (4 0mL 
) -e^iTfSo rS^5%C ANzk^ (lOmL) T^JIU 1 sttwfflft? 
£ 0 S^^7j< (3 0mL) fe£tf£7j< (3 0mL) T^V\ (MgSO 

4 ) U Mra*S-r^o ii^^n-?h^77>c- (S i 0 2 ; i-f;b/CH 

2 c i 2 =3 : 7) £ttLT, mmtsm u o o mg , 5 3%) %m&wfo-? 




ochj 



4^2 0 0 3- 5 09 5 0 3 



[0 3 8 8] 



C. 



Kt3 7 5] 




THF/1, 4— (6 : K 1. 4mL) +©±12 B {fctfft ( 1 0 
Omg, 0. 17 5^/1/) <D8&fcfcl, NaOHzkBBfc (1. 0. 6 

mU 3. *il**o iB*j»*RT-ei 4hJW^U ^Tl. 0M- 

H 3 P04 *k^T*pH~2tefcte{fc"rSo E t 0 A c (30mL) fcil*. * 
«ifll^7j< (1 5mL) 4o<ktf£7j< (1 5mL) T?«5t\ $£& (MgSO* ) U 
ttBEttMrTSo ^^nYh^77-f- (S i O2 ;4%MeOH/CH 2 C 
1 2 ) KttLT. miTYvV-fr (3 5mg, 3 8%) **ftJSPK*T?#« 0 
LC/MS (xt/*hnx:/U-) K<fcD, iESt&^HF^^V : [M+H] + = 
5 4 1. 3£&5 0 
[0 3 8 9] 
^8600 4 6 4' 
[ft 3 7 6] 




A. 

Cfb3 7 7] 



(279) 



#^2003-5095 



$£&MeOH (5mL) 2 - \L W*r*/^y£T )W F (5 0 0mg, 
4. 0 9 x ?Vi/> • ^f-;l/XXr;l4ffl»fi (5 4 4mg, 4. 09 

^U^;10 feitfEts N (4 9 5mg, 4. 9 ^ U •=&;!/) <D*g£#$\ RTT* 
3hl^t5o ^TNaBH4 (155mg, 4. 0 ^3i^ 
WTjta**,, S*«*«5K:RTTf3 04MBaBW5o WtekttNa2 COa (. 
lmL) £il3.T\ 8oWNaBH4 ^f*ttHCl (IN 

1 OmL) ?£lM%-2>o TkteflteEtOAc (2 0mLx3) #V 
•V 1 N7j<'l4N a OHT'iilS <<pH=7~8 fc^gftfl:?- S 0 E 
tOAc (20mLx3) T»tfJfS. tfl^^-j&ft^WEWiLT, 8 

[0 3 9 0] 

B. 

[ft 3 7 8] 




±iBA{fcS& (3 8mg, 0. 19 55';^) , 4 F4=->7x— ;l/ • * 
nn^l/^-F^rjeU^y (3 9mg, 5 5U*;l/)*, 0. lmL©CH 
2 C 1 2 fc5#M8Mpr5o &l^fiJSiB£to£j!MxHC 1 (1NM> 2mL 

x2) m-5o *wi*tt7k?ijfcv\ (Mgso 4 ) u m&mmu ?u 

Th^57^~ (S i Oz ; h e x/E t OA c = 7 : 3) IdtLT, mgMt& 
»(40mg, 5 9%) *mi&tomi'V&Zo 
[0 3 9 1] 



[ 



(280) 



0 0 3-5 0 9 5 03 



c. 



[ft 3 7 9] 



p^CH 3 




N 



N CO2CH3 



ffl&THF (3mL) +£>±iEB{fc£-% (4 0mg, 0. 1 1 6 5'Jt;V) , 
2- [ 2 - 7 x-;!/- 5 - ^ f ;V- t^t 4 - (m 
aybridge; 2 4mg, 0. 1 1 6 SU^W fe«fetf P hs P (40mg, 0. 1 
5 1 ^U-t/V) <Dl%mz, DE AD (2 6mg, 0. 1 5 1 ^ D 

HPLC (50%A/5 096B~1 00%B©1 0#£8&4gEs A = 90%H 2 
0/1 0%MeOH+0. l%TFA;B = 90%MeOH/10%H 2 O+O 
. 1%TFA, YMC S H- 3 4 3 - 5 O D S 2 0 X 1 0 Omm (5 |im) % 
7A] T^lLTc 4KIBfl:£4H (3 0mg, 4 7%) J&lt&ttMftM'P&S. 
[0 3 9 2] 

D. 

lit 3 8 0] 



±f5C{b^%MeOH(3mL)4o«fcO r H 2 0(0 . 3mL)lC®Bt%o C<D&ffilK 
LiOH(3mg)^Al^, SiS^RTT*3 hM^So »S#*»EII&£U ^ 
^1 N7j<14HClTpH=~3-4^14fb-r§ 0 TkteWfcEtOAcO OmLX 

3)-e»m-r5o 

[0 3 9 3] 
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x>/w>Litwmmm%m&vm<\ (Na 2 so< ) u m&mm 

t TMBf b^^HfeB^T^ ( 18 mg,~~ 6 4 ■%). ~L C/M S~"(iu^ hDX 
/H fcJ;D x IHt&$*y>r*>' [(M+H) + = 5 16] %#£ 0 

H-NHR (<5) : 2.2 7-2.3 2 (nu 3 H) , 2.9 6-2.9 8 (m 
> 2HK 3.65-3.69 (d, 3 HK 4.06-4.20 (m v 4H), 4 
.55-4.63 (cL 2HK 6.74-6.93 (nu 4H) , 7.19-7.3 
5 (m, 2H) s 7.8 8-7.9 0 (m, 2H) 
[0 3 9 4] 

mmmA 6 5 

[ffc3 8 1] ... 




A. 

[fb3 8 2] 

MeOH (lmL) 0 -7^- ^/l/XX -r (5 1mg, 0.3 6 

3^t>^;l/) „ Ets N (5 0/xU 0 . 3 6 3 5U*;1/) *5&X$&. : 
[ft 3 8 3] 

O^CHs /^CHO 

<D7;l/fH F ( 1 0 Omg, 0 . 3 3 5 V <Dfe&<®}%, RTt'3 hffl??% 
o ^TNaBH4 (1 4mg, 0 . 3 6 3 5 U ^V) Jfcim*, KJSft&RT-ei h 
0HW*o *l«$M?*ffl*56U S8t*Wl7kttNa«- COs £EtOAc GSte 
2 0mL) MteSttM-So Wllffl£Ml±MI§LTs «EA{k^ft*JtftWKftT» 



#^2 003-509 5 03 



[0 3 9 5] 



B. 



[ffc3 8 4] 



Ph-(sl 



N 




6^ 



CH 2 Ch (2nL) +0±l5A{k^ti (2 0mg, 0 . 0 5 0 ^ V*)V) 
¥Vi/> (0.5 0mL) (Difemfc, 3-^nn7x-;P - ^nnW-h (1 
4mg, 7 *il^.«o ££M£RTT*2hM#U #^Ti?fg 

^iiEiSn. SiWHPLC [YMC S5 ODS 2 0X 7 5nun 
; A/B (5 0 : 5 0) ~1 0 0 % B OgS^JBE, A = H 2 

0/MeOH/TF A (90: 10:0.1), B=MeOH/H 2 0/TFA ( 
9 0 : 1 0 : 0 . 1 ) ] -CfHSbT, ±EBft£«M»6. . . 
[0 3 9 6] 

C 

[{fc3 8 5] 



T H F /H 2 0 (4 : 1) +©±IEB{t^«5<fctf LiOH • H 2 0 (5mg) 



(5mg, 1 8 %) «r*ftH#7?ffS 0 [M+H] =5 3 5.2, 5 3 7.2 
[0 3 9 7] 




(283) #^2 0 0 3-5 0 9 5 0 3 

66 
Kt3 8 6] 




'^•cOaH 



a: 

[ft 3 8 7] 



pm;°I CH3 XI 



[M+H] + =5 3 5.2, 5 3 7.2 
[0 3 9 8] 

±JSOtfcftafcffll\ TIB^fe^tfUfifi^J (Example) No.T?^SnS{t^&* 

H»J4 6 7~4 6 9 
Cffc3 8 8] 




N ^^C02H 



[0 3 9 9] 
[ft 3 8 9] 



(284) 



13*2 0 0 3-5 0 9 5 0 3 



Example No. 






467 


b U 


501 3 


468 




563.3 


469 


o 


515.3 



[0 4 0 0] 
Mt&&\ 4 7 0-4 7 2 
Cfb3 9 0] 




[ft 3 9 1] 



Example No. 




[M+HJ* 


470 




501.3 


471 




563.3 


472 


O 


515.3 



[0 4 0 1] 



(285) 



^2 003-5 09 5 0 3 



mm4 7 3 



Kt3 9 2] 



Ph-<\ 




A. 



Cfb3 9 3] 



OAc 



3-3-F7x/-;l/ (2.0g, 9. 1 5U^;l/K fcfckBffil (4.6g, 4 5. 

5sy*;i/) fcitfeys^ (3.6g, 45.5^';^) om&fa*, ch 2 

Ch (2 0mL) +3hM#-r§ 0 5tl*«^ft*«Efll*ttNH4 CI (10 0 
mLX3) tttt (MgSO< ) U «EE»tt b T±IB A {k^ft (2 .3 Og 

> 9 7 %) *m&mmTm*c 

[0 4 0 2] 

B. 

[ffc3 9 4] 



S?X^-;VT5> ( 1 OmL) +<D±fB A ( 1 . 0 Og, 4.05'J &V) > 

hU^f-;l/^y;l/7«fef"U> (7 8 Omg, 8 5'Jt;I/), Cul (15mg s 0.0 
8 fcitfCPhs P) 2 Pdz Ch (28mg N 0.045'jt;l/) (DfeS 



OH 




(286) 



&S2 00 3-5 09 5 



SiOa > ^\^y/EtOAc=4 : 1) tcftLT, Sffi±fEB{fc^m Ctl 
[0 4 0 3] 

C. 

Ut3 9 5] 



CH 2 Ch (2mL) «t>©«±IHB{b^ft©a?«lC, tTU^> (3mU 3 7 5= 
U^r;l/) fcitfi&Wffifc (4mU 4 25U : e;I/) ^iW^LSo SJS«*RTT2h 
8#U ^^T^7K14NH4 CI (3 0mL) £CH 2 Ch IHteSHBfSo 
«£25te«Bft7jc14NH4 CI (3 0mL) *5<fclfH 2 0 (1 0 OmL) 
& (Na 2 S0 4 ) L> ffiJ£®ffiLT±mcit&M*'&, Cft**tl&Lttt&l£ 

[0 4 0 4] 

D. 

[fb3 9 6] 



THF (lOmL) +OlB±flBCfk^43 £tfBii4 NF ( 1 . 1 g. 1 2 ^ U ^ 

77^- (Si0 2 , ^^>/EtOAc=9 : 1) teftLT, ±IHD{b^ ( 
4 00mg, 3Xfy^fct)fe0 6 3%) 
[0 4 0 5] 



OAc 




OAc 




(287) 



#£200 3-509 503 



[ft 3 9 7] 



OAc 



MeOH (2 0mL) + ©±IBD{frS%| (4 0 0mg> 2. 5 51^1/) fcitfPd 
/CaCOs /?dfm (4 0mg, Aldrich) H 2 HBMT?3 0# 

(Si0 2 , ^-9-y/EtOAc=9 5 : 5) fcftL.T* _hfB E f 
m (3 1 Omg, 7 7%) %HRfe}**a*re^So 
[0 4 0 6] 

F. 

[ffc3 9 8] 



D C E (1 OmL) +C)±IBE{b^ (3 1 Omg, l.^U^/lO £>0°CiM 
^ $>x*-;l/£l» (4 9 1 iiU 4.8 5U^;K Aldrich) 43<kt? I CH 2 CI 

, RTT*3 hWfthfclk* ffifajmNH* C\t EtO Ac CS-5 OmL) IBIC#E 
T5o tf«fll£tBj|toM4NH4 Cl&^tfth O (5-5 OmL) T'8fcl/\ MEEMHi 
T5o Sil*^07b^77^- (Si0 2 , ^•9">/ / EtOAc=9 : 1) \z 

ttLx, ±m¥<t^m (2 3 0m g , 6 9%) *m&mvfav&z 0 

[0 4 0 7] 

G. 

[ffc3 9 9] 



OAc 




(288) 



#8200 3-5095 03 



— OH 




MeOH (5mL) +<D±fE F ffcS^ (lOOmg, 0.5 75';^) IsXZfKz 

co 3 (i 5 7m g , i . i ^u^) ©a^»%, RTT-WBWS 

) o zkttLiOH l.lmU ^ M^RTT* 

-&8£#lTSo &^£Mffl&£U ^S£7j<1$lM-HCl£EtOAcWHc# 
BEfSo *$*l£MJBt*iU ^M^^n-7h^7^- (Si0 2 ; 
/EtOAc=4 : 1) fc#bT, ±IBGfb^ (7 Omg, 9 2%) 

[0 4 0 8] 

H. 
[ft4 0 0] 




DM F (0.2mL) +£>±f2G{t^ (6mg, 0.0 4 55'J^l/) <D®mte, 

*U^A- t-7b^>K (5mg, £*l*.3o SlS^RT 
T2#«Jl#bm 5£: 
[ft 4 0 1] 




®*;W^;l/^nUK (2 0mg N 0.0 4 55'J^l/) gJtS?K*RT 
Si0 2 ;^-9-y / / EtOAc=7 : 3) fcf*LT, ±IBHffrS'%| (1 lag, 4 



0 0 3-5 09 5 03 



5%) *mwfttfr?ff«. 

[0 4 0 9] 

I . 

Ht4 0 2] 




MeOH/H 2 0 (9 : 1 1 OmL) +©±fEHffr&«M3«J:tf L iOH • 

H 2 OOSfl*. RT-e-M^-T^o ^T»««*ttHCl^pH~3fc:»tt 

L CT^LT, flMBfb^ttl ( 1 0 . 1 mg, 9 5 96) £*7*7^ hffltfl£ftfe 
TiiSo [M+H] + = 5 2 7.3 
[0 4 10] 
7 4 
[fb4 0 3] 




A. 

UtA 0 4] 




DM F (20mL) +©.3 -^>^l/^M^X7;Pft K (2.0 Og, 1. 



(290) 



4#S2 0 0 3-5 0 9 5 03 



0 5 U -fc;!/) , xf-;l/ • 7n^7"fex— h ( 1 . 6 7g, 1 . 0 ^ D fe<fctf 

cs 2 c 0a~~(~a72~5fr T To $ y^iw r f TThjttrrsT & 

jSffl^€rH 2 0 (3 0 0mL) fcE'tOAc ( 1 0 OmL) laHc^BB-f So 
EtOAc (1 OOmLX2) ^ftiffi-TSo 3>^W>Lfe*«*lH«*tt*TjJlc^ 
, <@R (Nat SO* ) U ttEaWTSo lS^^o^h^77 -f- (Si0 2 
;hex/EtOAc=8 5 : 1 5) fctfLT, ±£A{k^ft| (3.4 8g, >1 00 
%) «MMPKNrTff«. 

[0 4 11] 

B. 

[ffc4 0 5] 



'fS&TH F (5 OmL) +<D±KAfl:£*J (3.4g. 1 1.9^';^;l/) 

L i A1H< (0.5M-THFr§?g N 3 6mU 1 7 . 8 5 D^/b) £M 
Tf5o EM%RTT1 hM^-TSo S&fcttkttNH, CI (lmL) £f$>o<D 
»*T, H^«KENt£U ««6*EtOAc (1 0 OmL) t 1 

M*ttH C 1BIc5ME«o (Na 2 SO, ) U ittEWiLT±e 

BftS^ (2.4g, 9 8%) £*e«fc-ef3£o 
[0 4 12] 

C. 

[fb4 0 6] 





CO 



CH 2 Ch +©±IBB{b^ (2.4g, fcitfPha P (3. 

lg, (DM:, C Br< (4.80g, 1 4 . 7 ^ V % 



(291) 



4^2 003-50 9 5 03 



(Si0 2 ; hex/ E 1 0 Ac- 9 5 :~5 ) fciffi L/rT _ElB cTb^S (2 . 8 g 
* 9 3 96) £*ft«re&5o 
[0 4 13] 

D . 

[ffc4 0 7] 



h;l/X> (2 0mL) +0±I2Cfb^ (3 1 Omg, 1 .O^U^l/) feitf* 
U^A • t-7h4^>K (1 1 3mg, 2 . 0 ^ U ^e^) <Dffi^tl%> 105°CT 
2 0#ra#l!^f£o SSfcKOtBu (5 6mg, fcfliiU £JS$ 

££££1 ost-ei o^wiiB^-r^o fe&m*RTia%%iu h 2 o (i oo 

mL) £ EtO Ac (1 OOmL) ISHC#E-fS 0 tiM 2 0 (1 0 0mLX2) *P 
MsV\ ftft (Na 2 S04 ) U MffiillifSo BIJkiJBCfl:** (5 0 0mg, 
1.6 35U*;10 £KOtBu (1 82mg, 1 65D^;l/) ^ffll^T, 

) iCftLT^ ±IBDfbS% (5 9 0mg, 8 9%) ^WiS, 
[0 4 14] 

E. 

[fb4 0 8] 




CO 




D C E ( 1 0 OmL) +<D±IBD{b^ ( 1 . 4g, 6 2 5 U ^E;l/) ©0°C^£ 
N $>x?-;l/E» (1 .6mU 1 6 5U*;10 SrMTLfd^ I C-Ha CI (5.4 



(292) #^200 3-509 5 03 

#U ^TlM*ttHCl-e»5o *$S«£I£& (Na 2 SO. ) U MJEMIi 
-T£o fflaaE*^n-7b"^77-f- (Si0 2 ~ ;^^y)Tc2M?tLT/Bik 
bfctB^«£7)±fHDfb^ (2 5 0mg, 1 8%) fciii^T, ±IBE{k^ft (5 
1 Omg, 3 0%) £f#& 0 
[0 4 15] 

F. 

[fk4 0 9] 

OH 

iftNHi (3 0mL) +0±iBEfb&fc| (5 1 Omg, 2.2 5U ; &/1/) <D-7 
8Vmm^ Na (5 0 0mg, 2 2 5U*;!/) fci&l&So 7 
8tT*4hM#U ^-eRT$T?-«!niffl-&LJ65o »ofcBfl3Kii* 1 M# 
ttHCl^EtOAc (&50mL) Mfc#E«- WWIftlB* (Na 2 SO, ) b 

> «EE»ifirt3o a^*^o7h^77^- csio 2 ;^^>/EtoA 

c=9 : 1) fctfLT, ±IBFffc^ (2 4 Omg, 7 5%) *ttM#fo"C&Z 

o 

[0 4 16] 

G. 

[ft 4 1 0] 

Y 

O^nX^qJOOOcojCh, 

DM F (1 OmL) »t»0±!5F<b^ (1 5 Omg, 1 .O^U^P) <DT$fe, 
KOtBu (1 1 2mg, l.'O^Ut/l/) DM F (0.5mL) : 
[ft: 4 1 1] 



(293) 



#^2 0 0 3-5 0 9 503 




.PH 3 A-Syfi 



OMW^oUF (4 4ig, l.O^UW .(^»J5fcJ;t>*l 3 9<D 
EtOAc CS-1 OOmL) IWfc#BE-rSo £«l£Hz 0 (1 0 0mLx2) 



0 2 ;^"9-y/EtOAc=9 : 1) fcf*LT> ^fc±KGfc^fc|*ftnM* 
[0 4 17] 

H. 

lit 4 1 2] 



MeOH/Hz 0 (1 0 : K 1 OmL) +<D±fEG{b^tl (5 5 6mg. 1.05 
U^r/V) fe^^LiOH • Hz O (1 1 6mg^ 2.85D^r/l/) <D®m*. RTT? 
2hWW*. *^fc*BEKScU 38fit**ttlM-HC11?pH2»c«tfkL 
, ^V^EtOAc (4 0mLX3) ~em&t%o 3>7VyLfcff*»attJfc*£ft 
(Naz SO, ) U KEEMrrs. B4lSimHPLC [YMC S5 0 
D S 5 0X 2 5 Omm^A ; 2 5mL/^\ B/A (7 0 : 3 0) ~ 1 0 
0%B®2 0#3i$&JE, A = Hz O/MeOH/TFA (90 : 10 

: 0.1) , B=MeOH/Hz O/TFA (90 : 1 0 : 0.1) ] T*m&LT 
> WRit&fo (1 2 Omg, 2 7>TV?Kt>TcK) 3 0%) £fcftM#8yT'&£o C 



, KNI (Naz S04 ) Lx MJEMrrSo ^«^OYh^77^- (Si 



Y 




M+H] = 5 4 3.2 



(294) 

[0 4 1 8] 

im®\4 7 5" 

[ft 4 1 3] 




A 

mm 4 7 4/F<t&fa£. 5£: 
[ft4 14] 

(DA/WW^^D'J F (4 4 0mg> 1 . O^U^P) (HSfifl»j6^3<ttf 1 3 9 

«?*fxoT, floefbMMA-rs. flnefc*tt*JMu m^LT^fer*» 

£-f£(3 4 0mg. 2Xf'^fct)ftt)9 2%)o [M+H] + = 5 4 3.3 
[0 4 19] 

JM®$kft*M^T. T$ttl5&Zfm&m (Example) No.^*tl«{b^» 

^I»J4 7 6-4 8 4 
[ft 4 15] .. . . 

CH, ^3h 



#^20 0 3-509 5 



[0 4 2 0] 
[{fc4 1 6] 



(295) 



#^2 00 3-50 9 5 03 



_ Example No. 


R* 


[M+HJ* 


476 


F 


519 1 


477 


CI 


535 1 


478 


Br 


579 1- 581 0 1 


479 




5353 


480 




551.3 


481 


Br 


595 J; 597.3 


482 




529.3 


483 






484 




543.4 



[0 4 2 1] 
HSIM4 8 5-4 9 4 
tfb4 1 7] 



R 3h 

CH 3 



[0 4 2 2] 
[ft 4 1 8] 



^2 003-509 5 03 



Example NO. 


ft* 


IM+HJ* 




F 


519.1 


486 


i a 


535.1 


45/ 




579.1; 581.0 


AQQ 

4oo 


F 


535J 


ACQ 


V^OCH, 

a 


551.3 


490 


VS)CH, 
Br 


j/j.i, jy 1 Urn 


491 


hp 


529.3 


492 




527.3 


493 




527.3 



[0 4 2 3] 
[fc4 1 9] 



Example NO. 




[M+HJ* 


494 




543.3 



[0 4 2 4] 

;«6fl»j4 9 2 



(297) 



#82 0 03-5 0 9 



[ffc4 2 0] 



PhH J 




N 



0' 



WEO#IBfc«oT, UStM 4 9 2 fcSflM&jMT*. 
H-NMR (CDCh., 4 0 0MHz) : 50.68 (t, J = 4 . 4 Hz, 
2 H) , 0.94 ( U J = 4 . 4 Hz, 2 HK 1.87 (nu 1 HK 2.42 
(s, 3H) , 3.06 (s, 2 H) , 4.02 ( t , J = 5 . 2 Hz, 2H), 4 
.2 2 (t, J = 5. 2 Hz, 2H) , 4.6 0 (2tf-*> 2 H) , 6.8 4-6. 
8 9 (m, 4 H) , 7.15-7.26 (m, 4 HK 7.4 0-7.4 7 (m, 3 
HK 7.9 8-8.0 0 (m, 2H) 
[0 4 2 5] 

3-7;l/tn-4-^^l/-7x-;l/' ^nnw-f : 
[{fc4 2 1] 



o 




[0 4 2 6] 



A. 



[ffc4 2 2] 



(298) 



^2 0 0 3-5 0 9 5 0 3 



_ _ OCH3 




F 



5-^ h^-2-^f;l/7->J> (5.0g, 3 6^U^;l/) , HC1 (1 2 
MJS?8u 7.6mU 9 l^U^/l/) IS&TfHz 0 (1 lmL) ©iES^fc, 6 0°C 

fcT^ft»»^CS$Tl-5^Mil|»'rSo BfiltOtlCftflU NaN 
0 2 (2.5g, 3 6 5»J*/l/) ©2k?««*?rF-r* (rtSPMf<7°C) „ 
*0°C"£3 0#|KH£#U H B F 4 O0°C?§^ (4 8%^E 5.3mU 40 = 

£itS'JU ^<7j< (1 0mLX3) ft^ZfUz 0 (1 OmLx2) T?ift?o 

ffiTT2 0h|g*U ^tBFa (M) #£<&sr?Mn (t-b 

& (Na 2 S0 4 ) U tfEEftflSU Kugelrohr "«SLT> 3 -^/Vtfri- 4 
-*^;l/7-V-;V ( 1 . 6g, 3 1%) MftttFKtt7#S. 
[0 4 2 7] 

B. 

[ffc4 2 3] 



CH2 CI2 (1 OmL) ^3-7;l/tn-4-^f;l/7-V-;l/ (1 . 6 2g 
, 1 1 . 6 5 U ©- 7 0 tafKtJC, B Bra (1 OmL, 12 5y*/W* 
MTf£ 0 KJS»^%f^-7 0"CT»1 0#IBHI#U #^T*0 , UdjliBU 0°C 
V2hm&r&o EJSHtfcRTfciwfiU MffiM^U SS*H 2 O^EtOAc 
IWlc^E-rSo *WI*H2 0m\ IBI (Na 2 SO^ ) U «EEJWILT 
3-7;l/tD^4-^f;l/7x/-;l/ (1 . i g> 75%) £?*K»T?fa*o 

[0 4 2 8] 



OH 




c. 

lit 4 2~4] 



o 




;I/Lfcf-a-7©^nn^>^f> (1 OmL) +©3-7;Vto-4-^f 
^7x/-;V ( 1 . 1 g, 8.75 U^Er/l/) , (1.93M 
5.9mU 8. 75';^) N DM F (10 pL) &<ktf N , N-^f-;U7-U > 
(1.2 7g, 8.7 5U^;l/) <0?§$£\ RT"P2h^U ^T8 0°CT2 

^M^Kugelrohr t«LT, 3 -7;V^n- 4 -^f;l/7x-/V • )nn*. 
f (80 Omg, 4 9 %) .*aWMPW»T»»* 0 
[0 4 2 9] 

3-^on-4-^f;l/-7i-;l/'^nn>W-h : 
[fb4 2 5] 




3-^nn-4-^W-V-/l/ (l.Og) fre>, ±EfcWC*i6*mt^T 

(b Br 3 -fltf^f-zi/x— r;w»s, ^v^^^yyia^jiii) , 3-^0 

n-4-^f;l/7i-;V- ^nnW-f (6 0 0mg> 2 X-ry :/£>£i&^4 

5%) fc^fig-rso 

[0 4 3 0] 

3-7n^-4-^f;l/-7x-;V- ^onW-b : 
[fc4 2 6] 



(299) 



«F*2 0 0 3-5 0 9 5 0 3 



^2 003-5 09 5 0 3 



_. O - 




[0 4 3 1] 

Hz 0 (7.5mL) 3 -7n*r- 4 -*?-fr7-V > (5g, 2 7^U^;1/ 
) ^^H 2 S0 4 (1 6M^ 5.5mL) OOrS^tC, 7j<'tiNaN0 2 ( 
1.9 3g, 7.5mL<DH 2 0+, 2 8^U*r/K> <D®m*mT?Z>o £J»%0 
rT3 0#W»|*U ^>T5 0TT2 hinmU RT£^*PU EtOAc (2 

■) -eaajfSo 3>7V^LfefiraH*ai^H2 ot^v\ g& (Na 2 so 

4 ) <U «E»»bT3-70"t-4-^f-;l/7x/-;l/ (1 .7 2g v 3 4%) 
zmm-ZtoZo c©7x/-;Wbm ±fE3-7;]/*n-4-^;K7x 

h) ^ffl^T, 3-7"P ; e-4-^f-;V7x-;l/ • ^DOW-h (1.9g, 

8 2%) icmm?2>o 

[0 4 3 2] 

Otsxyy/^^i/T-yy/n-h) , 2-*h4^7x/-/b (2g) $ 
W3-^h^7x/-;l/ (2g) fr&*n«U 2-^h^7x-;V-^ 
nnW-h (1.5g) 4oJ;tf3-^K^->7x-;l/- ^on^-h (1 

. 5g) zm^f&t&o 

[0 4 3 3] 

3-^DD-4-^ h^>7x/-;l/ : 
[ffc4 2 7] 




(301) #^2 0 03-5 0 9 5 0 3 

H 2 OymUz S0 4 (i:K 1 OOmL) +<D3-*nn-4-* 
T-V> (1 .Og, 6.4^U^/K> OOtMI^ H 2 O (1 OmL) "ti)NaN 
Oz (0.5g, 7.6^U^;l/) £>?»£@i6T^o< *)t1jnz.2> 0 $^&C> 
Stf3!£U ^^T^O^^3 0^R!Jill^M^^o £S*£EtOAc (5 
O1LX4) TittlL, ny/^yL^tttii^MJE^Ii-r^o ^ii^^nvh^ 
(Si0 2 ;hex/EtOAc=4 : 1) fcttLTs 3-^nn-4-^f 
^>7i/-;l/ (3 0 0mg, 3 0%) *n&ftWVs-?'&Z> 0 
[0 4 3 4] 
3 -7;l^n- 4 h+^-7x/-;P : 

[fb4 2 8] 



OH 




OCH3 



CH2 Ch (3 0 OmL) +<D3' -yfr*U-4' h^>7th7i/> 

(1 Og, 5 951;^) fc<fctfm-*nn5g£m#K (*££5 0% ; 3 o g , 8 

9 5U^;l/) RTt-ffi^t5o ttftMfltfcttNai COs Tjjfe 

V\ Si0 2 <D/WK?i£i§L G£gt£iJ£LTCH 2 Ch ) , gffC^DTK 
(Si0 2 ;hex/EtOAc=4 : 1) &C{\fLT> $B£fi5c^ (3'-7;l/ 
tn-4'-^F^7x-;l/7tT-F ; 6 3g) 
[0 4 3 5] 

MeOH/H 2 O (9 : 1 iE^tk 1 0 OmL) +®±IBm&ttfc«fctfL iOH • 

h 2 0 (5 g , 1 2 0 5y*;io (Dwm, RTT-aaew*. *»^*«ee 

fet, ^jg^igfJOzkftlM-HClilEtOAcW^fiH-r^ pH~ 
3) o 7j<14fl[^EtOAcl?2B^ai-r§o 3^/W^Ufe*MtfJ«»*ia* (N 
a 2 SO4 ) U SKS»LT3-7;W-n-4-* h^>7x/-;l/ (6.1g 
, 7 2 %) 

^T3-7P ; 6-4-^h^7j/~;l/ (4.3 9g, 2Xf7^47%) £ 



(302) 



#^2003-509 503 



[0 4 3 6] 

3-ynt!;V7x/-;l/: 
[fk4 2 9] 

OH 

A. 

ttfc4 3 0] 

OCHj 

*JjL?-)\,7^y (1 OmL) +©3-3-K7-V-/V (2g, 8.5^U^;1/) 
, h'Jp<^;^>U;l/7-fe^by (1 .6 7g, 17 5U*;V)> Cul (3 2mg N 
0. 1 7^1)^/1/) fc^tKPha P) 2 PdCh (59mg^ 0.0 8 5 = 'JW 

RTTlhfflfT8. 8«#**ffl*£U »»*EtO AcfcttzK 
Mtc^EfSo WStlfcifck (1 0mLX2) ^TSiOz /^y FT* 

ig-r^o m£ft*wmikhT, m&m o-fu^/i/s^i/x^i/.t 

xy-;io *WKfe»^-e#5 0 coffl^^fcxF^^i^y^x^? 

/W-^-TF (6.6g, 2 6 5y*;l/) OTHF (-1 OmL) RTT1 5# 

IW^5.'«W»WEBISU ii^n7F^77^- (Si0 2 ; hex/ 
EtOAc=9 : 1) KttLT, ±JBA{fc*W (l.'Og, 8 9%) *«ft»ttllre 

[0 4 3 7] 

B. 

[ffc4 3 1] 



(303) 



#^2 0 03-5 09 5 




ftzkTHF (5mL) +<D±fBA{b^ (l.Og. 7.6 5';*;!/) <DOtr$$ 
n-BuLi '(2.0M^t>»«> 4.5mU 

0 l(f6ft*«ftj«l*0t'P3 0iMWWt5. ^Tftfb^/V (1.6g, 1 

1 .45U^;V) .Jfcta*., KJSftfcRTfciiMU R TT?3 0#IH&#1-£ o « 
fg#&«ffl$£U aaE^ttlN-HClfcEtOAcMJCiHE-rSo 
EtOAc (2 0mLX3) ^tttBU a^W>l^ii»fai (MgSO 

4 ) u MffiMlitT±iBBfb^ Ci.og, 92%) **tft«r*MirpffSo 

[0 4 3 8] 

C. 

[fb4 3 2] 



±IHBfb^ (l.Og) /MeOH ( 5 iL) H 2 .HB^TF 1 O % Pd 

/C (1 Omg) ±?-aa»W*i UfcHMt-fe^ KT*»£U »i£MJ£ 
WSLT, ±fSC{b^I (1 .Og, 1 0 0%) %«tft»««n?#*o 
[0 4 3 9] 

D. 

[fb4 3 3] 





CH 2 Ch (1 OmL) +<D±UC<t'&fa (1 .Og, 6 . 6 ^ V <0- 7 8 



(304) 



^2 0 0 3-5 0 9 5 0 3 



Vmmfc, B Br 3 (1M-CH 2 Ch ^ 4 . 8mL) *1j*ZZ> 0 £J&$£R 
TldJlffiU RTV3h%mLrz&, cn^7K14lM-HCl^CH 2 Ch Wz 
MfcLTttm-rZo ^ffl^7K14NH4 ClTi5fcV\ fflgk (MgSCh ) U MEE 
JB»LT3-ynt?;l/7x/-;V (9 0 Omg, 1 0 0%) £JteittK«rC#S. 
[0 4 4 0] 
HS&$I4 9 5 
[ffc4 3 4] 



f;i/i>+o^Ifi (i.22g, > ^^yx/to^ny 

F(1.15g, 1 0 5 'J "671/) N K 2 C 0 3 ( 5 . 5 2g, 4 0 ^ V ^/V) 33&X$ 
^yi/A/ h V x^;bT tf A * P U F ( 0 . 2 3 g, 1 5 U Offi^ft!* 
, 8 0°CT2 hill^f 3o <^>Txf;Hi • 7-fef— hiffifcifi (1.5 

5g, i 0 5U^e;I/) as$££e>&c3 o#w*B#u ^TRTtft 

»«. u ramsmrrs. »^D7h^77-f- (si 

0 2 ;'vHt>/EtOAc=3 : 1-1 : 1 OMMMJG) ictfLT, ±IBA{b 
(3 5 Omgx 1 6%) £*£«r?13£o 
[0 4 4 1] 

B. 

[{£4 3 6] 




A. 



[fb4 3 5] 



HN^O 




(305) 



#^2 00 3-5 0 9 503 




^ N - COjCHjCHj 



DCE (3mL) +©±fEA{t£-tJ (4 9mg, 0 . 2 2 $ 'J &<fctf5$ : 
[ft4 3 7] 



©7;bftF (50mg, 0. 1 OOtMt, NaBH(OAc) 3 ( 

30mg, 0.42$'JW £;fjI*.£o SJS^RT^lfflb, RTt2hI# 
U ^T60tTl 8hljft5 0 &^tf£R T£^£PU MJ±it*Sf-5o m 
*t£#MPLC [YMC S5 ODS 3 0 X 2 5 Omm^A ; ffiM= 2 5 
mL/Sh B/A (7 0 : 3 0) ~1 0 0 % B <D 2 0 #jgMkJfi2> iSftjA 
= H 2 O/MeOH/TF A (9 0 : 1 0 : 0. IK »JB=MeOH/H 2 0 
/TF A (9 0 : 1 0 : 0. 1) ] Ti^LT, JJ2Bfc*to*#*. 
[0 4 4 2] 

C. 

[ffc4 3 8] 



THF (lmL) .1"©±CBa<k^»O«aifc*tf*ttLi0H (1M^ 0. 
3mU 0.3^U^;I/) £\ RTT3hi#U ^V^Tktt 1 M-H C 1 -epH~ 
3^'t4fb-r§o 7M4W£EtOAc^2«*tiiU 3^W>L/:titHift^ 
MJEMIS-r§o ^ii^r^HPLC [YMC S5 ODS 3 0x 2 5 0ra* 
5 A ; ffiM=2 5mL/:9\ B/A (7 0:3 0) ~1 0 0%B<02 2#iIM&JS2 



Ph- 



CHO 




(306) #^2 0 03-5 09 5 0 3 

s i$#jA = H 2 O/MeOH/TFA (9 0 : 1 0 : 0. 1) &£m§#J 

B=MeOH/H 2 O/TFA (90: 10: o . 1 )~] ~^MLT ^ mdit&M~ 
(2 6mg, 2Xf7/fcfcf:SlR$3 3%) ^IftiraSo [M+H] + = 
4 8 6.3 

[0 4 4 3] 
HSSM4 9 6 
Cfb4 3 9] 




A. 

Ut4 4 0] 




MeOH (2mL) +(D& : 
Ht4 4-1] 




07;l/ftH (2 00mg, 0.65 = ^/1/) OOtM^ NaBH* (2 4mg 
, WTFLfcfc, ££K£RTK:MU RTTlhW 

So £%#£Mffl&i;U 3Sf$Hi OfcEtOAcWlc^E-rSo *»W**Sfc 
(Na 2 SOO Mff^LT+ra^7;Vn-;l/^r*^-ef#§c C©7;V 
3-;V/CHa Ch (2mL) 0^&<J;tfPBr3 (IM-CH2 Ch 
lmL) *,-RTT3 05MBH»W*. &&&ftttBER£U 3tt$*ttfiftNa 
HCOa fcEtOAcWKl^ME'rSo ff««£H 2 OT»JJfet\ Kft (Na 2 SO« 
) U iSJEBUJi L T±IB A it-m^O (1 5 0mg, 6 2%) £ftM»T&£ 0 



(307) 



0 0 3 — 5 0 9 5 



CO 4 4 4] 



B. 



C{fc4 4 2] 



Ph 




DM F (lmL) *(D±mMt&m (4 2mg, 0.1 l^U^r/l/) > ^»J5 0 
0/A{b^ (2 5mg, 0.1 U'JW feitfK 2 C0 3 (lOOmg, 0.7 

15U*;10 <omm&s RTT?3BHBJ»W*. EJfcffiStofcEtO Ac£H 2 0 
BBfc^E-rSo «W*H2 OT*2«fcV\ ttflEttfirr*. JS9»K«lSTHF 

(lmL) fc»J»U 2M£LiOH (lMj^Ms 0.3mL) ZMZZo fiJSfcfcRT 
t*3h$#U ^V^7j<ttlM-HClT*pH~3JCi?ttfkt : So zfefclffcEtO 
Ac-P2B»flJU 3^V>Lfc*HH*ffi»*«EEWI"rs 0 M^KHP 
LC [YMC S5 ODS 3 0 X 2 5 Omi^A ; 8fS&= 2 5mL/$h B/ 
A (7 0 : 3 0) ~1 0 0%B©2 0#3®gg$«£, CclT% ^JA=H 2 O/M 
eOH/TFA (9 0 : 1 0 : 0. 1) fc^tfflHWB =MeOH/H 2 O/TFA 

(90:i0:0.1)] t?»«LTx «Kffc*» (1 5mg, 2Xf7^cW; 



SlR^2 7%) **feHft:l?#5e [M+H] =4 8 6.4 
[0 4 4 5] 



mm\4 9 7 



[fb4 4 3] 




(308) 



003-509503 



[ft 4 4 4] 



Ph-i 




MeCN (40mL) >t»©3-fc Fn^>7-feh7x/> (6 5 0mg, 4. 
7 85';^), K 2 C0 3 (6 6 0mg, 4. 7 8 ^ U^/P) fe«ktf^ : 
[ffc4 4 5] 



©2-7i^-5-^f;l/-4-W^/-;l/-i^/-;l/ • ;^>p-h (i 
. I2g, 3. 9 8 5U*;W OS**** -fcmMtZo 9^«EERIt£L 
> tOAc (100m L) i 1 . OMzkttN a OH (8 OmL) 

SH^o (10 OmL) vm\ «gjR (MgSO< ) U KBEiftKl 

"fSo ^i%^OTh^77^- (S i 0 2 ;s\*V>/E tOAc = 3 : 1) 
fctfLT, ±EA{fc£«| (8 5 0 g, 6 7%) £ 0 
[0 4 4 6] 

B. 

[ft 4 4 6] 



DCE (15mL) +©±EAfk^|f (8 5 Omg> 2. 6 5 5'Jt;WOS 
JSJC, ^Jv/>^f;l/XXf;«l£(3 3 3mg, 2. 6 5 > E 

ts N (5 5 4 /iL 4. 0^U€r;V) % NaBH (OAc) 3 (7 8 6mg N 
3. 7^U^;10 IS&Xffm (1 52/iU 2. 6 5 ^ U 'fcMIUTil*. 
£0 S*Sfi^«%RTt?6IiaaH¥U ^lM-NaOHtCH 2 C 1 2 BB 





(309) 



^2 0 0 3-5 0 9 5 0 



7kmn*Hz ow\ mj£mmtz> 0 m&ZE t o a c 1 1 m?j< 
i$hc1 mte^Et-*" *i«^^7j<-e^v\~ &£ (m g s oT ) " "u 'memi 

LT, ■fRLfetlgHM (±IBAfb^r) %*#S 0 zKttHC lflKDpH^ »M 
0NaOH«*TM 0fcH8ft"So C ©TMSMf* E t O A c (60mL) T'ftffi 

«• *mtm$g* (eomu ?m\ mm (Mgso. ) u wesm 

LT»±IBB<kjMfc (4 0 0mg, 39%) %»Wftm En**ttW±f*« 
[0 4 4 7] 



try^yCl. OmL) tO±IEBM(2 9mg, 0. 0 7.4 5y*/l/) 
4-h'j;l/^DDW-f (14/iL, o. os^U*;!/) 
tfDMAP (lOmg) ^Al^^o i$$£6 lt7»2hWRU #^T?RTfcl5 
£PU «EEiillUTa±l2C{k*ft (3 6mg) §i/Q^^5 0 
[0 4 4 8] 

D. 

Kt4 4 8] 



THF/MeOH/H 2 O (1 : 1 : l lmL) t©a±ECfl:** ( 



C. 



lit 4 4 7] 





(310) 0 0 3-5 09 5 0 3 

3 6mg, 0. 6 SSU-fc/I/) 33«fctf L i OH • H 2 0 (1 2mg, 0. 2 8^ 

v *>w~<mm:7 r t r ; 2 hWf §7 liS««ffl»XZ"M«*tt im" _ 

-HC 1 -epH2^tt{bU t OAc (4 0mLX3) Tfttb'TSo 

?>'W>Lttiiimktmi%im (Na 2 so. ) u msmmtZo m&sm 

^MHPLC [YMC S 50D S 5 Ox 2 5 Omm^A ; }Ji6f=2 5mL 
/fts B/A (7 0 : 3 0) ~1 0 0%B©2 0^5i^fiB, A = H 2 

O/MeOH/TFA (90: 10:0. IK B=MeOH/H 2 O/TFA 

(90 : 1 0 : 0. 1) ] vmmLT, UMt^m (2 8mg, 2Xf7^. 
/ct)7 2%) £*&«m53 0 [M+H] + = 5 1 5. 3 
.[0 4 4 9] 

^I»!j4 9 8 

[fb4 4 9] 



OCH 3 



A. 

[fb4 5 0] 



CH 3 
'N^COaCHs 

HsCO*^ J 



THF (1 56mL) (S) - 1 - (4 h^^7x-7l/) X^;l/75 
> (1 1. 9g, 7 9 5U€-;l/) „ ^^^O^T-bx-h (11. 5g, 7 5 
^U^e;!/) fcitfEts N (12. 6mL, 9 05U€;W <Di$J&£\ RTt 1 
5 hij$t§„ SJt^E t OAc tHz OWfc#fiE"f So *»W£EzJa?ifc^ 



#^2 0 0 3-5 0 9 5 0 3 



[0 4 5 0] 

B. " 
[ffc4 5 1] 

CH 3 

CHz Ch (1 9 8mL) +Oft±aBA{fc:^ftO0r»»ttC > B B r 3 (1 
2. OmU 12 75Ut;I/) < ?) fc'«TFr«o BSItOtT3 hjffi 

U ^V^t?«S^7j<14NH4 C 14o£tfE tOAc<D0T:&^<D+£ffl^LT& 
^ .*tt»fcNaHCOa B#*«>o< Dl«*T+3fllU »EtOAct*2 

■ttm-r^o 3^wyLfe^mffi*«tek-T«5v\ leu (M g so< ) u 

MJEM$§LT±IHB{fc^ (7. 2 9g, 2 Xfy^fcfcft t) 4 4 %) £#& 0 
[0 4 5 1] 

C. 

Hfc4 5 2] 

HO"^ O^O 

OCHj 

v^l^/Hz 0 (1 : I mi, 9 8mL) +C»±IBB^tl (6. 1 3g 
> 29. 35U^;V) O^tC, NaHCOs (3. 2 g, 3 8 ^ 43 J: 

tf4-* h^i/7x-;V • ^DDW- h (3. 9 2mU 26. 4 5 D ^71/ 
) ^IILTiJI^So Si^^RT-e2 hffiftU ^?EtOActH 2 OW 
fc$WT3o *»M*«bK-e«cV>, (MgS04 ) U MH^^SUTmjLfS 
Cft^ClO. Og, 9 5%) £f#£ 0 
[0 4 5 2] 



(312) 



#^20 0 3-5 0 9 503 



D. 



[ft 4 5 3] 




MeCN (5 9mL) »t>©±EC{h**oafttfc, K 2 COs (2. 43g, 
[ffe4-5 4] 



O^^U-h (4. 93g, 17. 6^U*;V) «WKUTJ|**. S*S»%9 
O'CT^OhM&U ^l^RTC^tSo jS^EtOActHz OM(C 

^SB-r^o WM&*fckT*8&\ eiftCMgso*) u «ESi«rf3o gas* 

^D7h^77^- (S i 0 2 I'v^y/E tOAc = 8:i~3:i~i: 
10©RW%flE) fc#LT v ±IBDfl:jMII (3. 4g, 3 6%) «ff« 0 
[0 4 5 3] 

E. 

[fc4 5 5] 



THF/H 2 O (2 : 1 7^ 3 lmL) +0±IED{b^tl (3. 4 g, 6. 
2 5 5'J^l/) ©Mfil, LiOH-H 2 O (0. 5 2 5 g, 12 55';^) 

*i«*«o KtfafcfcRT-e-fc (i 4h) 8s#-r& 0 e ioacW, j«f«^ 





(313) 



#^2 003-5 09 503 



i n-hc i «srcpH~2fcw*fc«o *®wtm.-?m^\ tm ong s 

[0 4 5 4] 

^I^HPLC [YMC S5ODS 30X250mm*7A;M=2 
5mL/^ B/A (7 0 : 3 0) ~1 0 0 % B 2 2 ^MM^m, C<IT\ ^ 
$iJA = H 2 O/M eOH/TFA (9 0 : 1 0 : 0. 1) , 7§$!jB=MeOH/ 
H 2 O/TF A (9 0 : 1 0 :.-0. 1) , «JWIB= 1 7. 8#] TlWKLiT, 
®IB<k^ff (2. 1 g, IR*S6 3%) %*fe«fc-?if£o [M + H] + = 5 3 1 
. 3 



H-NMR (DMSO-de ; 400 MHz) : 8 1 . 50 (2d, J=6 
. 6Hz, 3H) , 2. 37 (s, 3 H) „ 2. 94 (u J = 7. 0Hz, 2 
HK 3. 7 4 (s, 3HK 3. 8 1 (m, 2H) . 4. 2 1 (u J = 6. 
2Hz, 2H) , 5. 36 (nu 1 H) , 6. 93 (m, 6H) , 7. 28 (m 
> 2 HK 7 . 5 0 (m, 3 H) y 7 . 9 1 (rru 2 H) 
[0 4 5 5] 

mmm4 9 9 

lit 4 5 6] 



(R) -A-tY^s-a-tf-fr-^yi/frT^ylk (S) S'&ftOftfrD 



H-NMR (DMSO-d 6 ; 4 0 0 MHz) : 8 1 . 50 (2d, J = 7 
. 0Hz, 3H) , 2. 37 (s, 3 H) , 2. 94 (t, J=6. 6Hz, 2 
H) , 3 . 7 4 ( s , 3 H) , 3 . 8 4 (m, 2 H) , 4 . 2 1 ( t , J = 6 . 
6 H z , 2 H) , 5 . 3 5 (m, 1 H) , 6 . 9 3 (m, 6 H) , 7 . 2 9 (m 




«H©^J«*ff*5o [M+H] =5 3 1. 3 



(314) ?#^2 0 03-5 0 9 5 0 3 

, 2H) , 7. 50 (m, 3H) , 7. 9 1 (nu 2 H) 
[0 4 5 6] 
mffiW 5 0 0 
[ft4 5 7] 




(5 0mL) 4 - M Ko^7x-/P • 7^/1^ h > (2 
. 50g, 14. O^U^K 2-7x-;I/ - 5-^f;I/t^7-;l/-4- 
x*/-;V • ^i/^-h (3. 30g, 1 l. $5j;t>*K2 C0 3 ( 

1. 94g, 14. O^U^/V) 0«^*, ArTl8hI^n o «^ 
«EEUfc£U 8eiS£H 2 0£E t OAcWte^ME-r*. E t 0 A c T«| 

m-TSo n>7W>Lfc*«B*til%i**ttlM-NaOH43<J:tfH2 OT*\ 
(MgS0< ) U ttfiEMrrs. »at*^n^h^7-r- (S i0 2 ; 
hex/EtOAc = 3 : 1-9 : 1 fcttLT, ±SEAfk^ ( 

3 . 4 2g, 8 0%) 
[0 4 5 7] 

B. 

[fb4 5 9] 



(315) 



#^2 00 3-50 9 5 03 




DCE(2 0mL) +©±iBAfk^ (3. 4 2 g, 9. 4 2^V^)V) , ^ 
Vf> • ^^;VxXr;VHC 1£ (l. 1 8g, 9. 4 2 > E 1 3 N 

(1 . 9 7mL 14. 1 ^U^r/l/) , NaBH(0Ac) 3 (2. 8 0 g, 1 
3. 2 ^U^V) ^t>*HOA c (0. 54mL, 9. 4 2 ^ U ©ffi^ftl 
RT*e6BIUfflWrSo CO^rjSTgjeittJBFTtT^^V^ ^ftU±teii 
fr&1\ ta^TkliNaHCOs (6mL) TTOjfll^, ^^^£^1-^0 
^S£«S*l7j<1£N aHCOa ilEtOAc W^BEfSo *$rt*ga*l7j<1£N a 
HC0 3 *5£tfH2 0Ti5fcV\ 1 MTkttH C l-e^ffi-r^ (W#lfk:*£ 

<T3o ftWMZHz 0££tf£7ja?ffiV\ g& (MgSO< ) L.MSm&LX 
±EBft** (3 6 5mg, 9%) £fa:i#fe-efe3o 
[0 4 5 8] 

C. 

[ft 4 6 0] 



(lmL) +<D±ieC{fc£^ (5 0mg, 0. 1 UiJW 
JC, 4-^h^>7i-;l/'^nnW-h (40/tL) ^tfDMAP (5 
mg) ^rAl^?)o 
[0 4 5 9] 




(316) ^2 0 03-5 0 9 503 

So »THF/MeOH/H 2 0 (2 : 2 : l?B£fa lmL) fc»»U 
L i OH (3 dm g) *S*S 0 SSS*R f ^r^h^tr^f^tt 1 M 
-HC lT'pH~2£&ttft"fSo »ft**EtOAc (3 0mL) T'fttBU 
H 2 043J:tf»* (*1 5mL) T^V\ 19ft (MgSO« ) U KEmbT 
S4lStt3&#So COftR^HPLC [YMC S5 ODS 3 0X 2 5 0 
mmiJ7A ; A/B (60:4 0) ~1 0 0%BO3 O^WMJ^ffi] "efitSIU 
M e OH/H2 0*t)2«Sia»bTaaBfl:^ft (52mg, 79%) 
t?^Sb [M+H] + = 5 7 3. 3 . 
[0 4 6 0] 

[fb4 6l] 




0CH3 

A. 

Hfc4 6 2] 

THF (4mL) +©^Ji/^- ^f;l/XXf;Vtt»ffi (2 4 5mg, 1. 9 

s^y^eno > e t 3 n (27 1 /xl> 1. 95^y^;i/) , 

[ffc4 6 3] 

OTrt/xfcF (4 0 0m g> 1. 3 ^ 0*;!/) fc£l?McMg s 0 4 (2 0 0m 

g) DAM*. rtt-«b¥u ^i/^a»*r*o ai«*«£EawitT, a 



(317) 



43^2 0 0 3-5 0 9 5 



[0 4 6 1] 



B. 



Kt4 6 43. 



Ph-<\ 1 




M<DMF (2mL) +<*K yWk&m (4 4 8 m g> 3. 9^Vt>l) £ 
cfctfT'J^^n^K (3 3 4 /iU 3. Q^U^l/) OtT^O^ 

mfflfttZo il^fi^t, UStKDMF (2mL) +^m±ieAfb^ti^^ 
£)»£RTT3h$L<M£rf3o ^HPLC/MStC^Ox COI^ 
jfcT?^0»7tfg«>£ttSo EfS«*ffljto*cttKH4 C 1 £E tOAcMfc^ 
SETSc *«£lf£H 2 0 (x7;l/^3«) 43J:tf**-e?fcl/\ f£« (MgS 
0 4 ) U MEE^LTffi±IHB{b^ (3 0 0mg, 2Xf7/T5 5%) e 

[0 4 6 2] 

C 

[fb4 6 5] 



CH 2 Ch (4mL) >t«D±8EB{l:£% (1 5 Omg, 0. 3 6 5Ut;l/) 
33<fc£?E 1 3 N (5 1 /i L> 0. 3 G^V^fr) (DOVmmfc. 4-*h*z/7 
x -;l/.^nnW^b (53/iL, 0. 36$U"=E:;l/) fciiTf-So SfSifc 
fcRTJqWIU RTT1 htiffiU ^TMEEig^Tf So SUtf&^DTh^ 
(S i 0 2 ;^^>/E t OAc = 2 : 1) fcttLT, ±KC{fcS« ( 




(318) 



#^2 0 0 3-509 5 



2 0 0mg, 9 8%) *»tt»*P»So 
[0 4 6 3] 



[ft 4 6 6] 



Ph-41 




THF/MeOH/H 2 0 (1 : 1 : lffltL. lmL) +£>±tSCftS1% (1 
OOmg, 0. 1 8^y^;W feitfL i OH • Hz 0 (30mg, 0. 72$ 
V&V) (Om&Z, RTT*2hM#-rs 0 &^*C£je»£«*zkttl N-HC 1 
•epH~2^14fb-r^o *M£tl£E t OA cT2B»ttl-rs 0 ny/V^bfc 
*mttft*KJi (Na 2 SO,) U ttEfflKU 5>«tf>J:t>aHMa*L 
T, WSS^MH (8 Omg, 8 2 %) £*£«fc"?#5 0 [M + H] + = 5 5 7 
.2 

[0 4 6 4] 
H»ij5 0 2 
Cffc4 6 7] 




[ffc4 6 8] 



(319) 



#^2 00 3-50 9 5 




OCHj 



1 0%Pd/C (50mg) #4<DMeOH (1 OmL) +<D^»J50 1/ 
Ctt&m (1 OOmg, 0. 1 8 5U*;l/) OJW^ H 2 3WMnFRTfcT2 

hmntZo ^T^^h^y h-vmmitm£'tZo mmzmmmLr, ± 

IB A<tG® ( 1 0 0 m g . 10 0%) *fflmV&Zo 
[0 4 6 5] 

B. 

[ffc4 6 9] 




OCHj 



mmm 5 0 1 /cit^t^mmm 5 0 1 it^m^m^mtwrn^ ± 
mAit^m^mmit^ (8 7m g , 90%, u^mm^mw *n% 0 

[M+H] + = 5 5 9. 2 

[0 4 6 6] 
HSg#l5 0 3 
[ffc4 7 0] 




OCH3 



0 0 3-509 5 03 



A. 



Ut4 7 1] 



OSO2CH3 



CH 2 C h (3mL) t©5-^f;l/ • 2-7x-;l/-f 7V-;V-4-^ 
;l/-x^y-;l/ (5 0mg, 0. 2 3^U^;l/) O^T&fc:, Et 3 N (5 0/xL 
, 0. 3 6 ££tfX£yx;l/*x;I^nU K (2 0 n u 0. 265 

U^E/U) ZmWiLTtoZZo £)S$£RTT2hii#U ^^CH 2 C 1. 
*ttlM-HC .lWfc^MEfSo *WI«WcTj|fcV\ ft» (Nai S04 ) L 
x «ES8*8LT±iEArt:^4r (6 8m g> 1 0 0%) ^MfeM^T^So CO 

[0 4 6 7] 

B. 

Hfc4 7 2] 



0CH3 

©7i/-;Wk^l(18mg, 0. 0 4 85'J€;1/) (^f;l/7nt7tf- 




Me CN (2mL) +©5£ : 
[fc4 7 3] 




(321) 



1fg2 0 03-5 0 9 5 0 3 



®£j£0«ft®EKfcm%#«?flW **tfKi COs (3 0mg, 0. 2 
2*;t) OflM«\ 6~0T^-S^lZ^V^Rl'lcSiu EtOAci 
3MM>*ttlM-HC 1IBUC»B«. *tt«*E t OA cT2W*ttU 

/wtfc*«*a«**ai (Na 2 soo u ttEE*ig-rs. m«^%H 

PLC mffiM4 9 8<Di%&(DMmtmm) "CmmLXs ±EBfc*#f (1 2m 
g> 4 3%) £f#£ 0 
[0 4 6 8] 

c. 

Ut4 7 4] 



THF (2mL) 33«fctfH2 0 (lmL) +^±IEBfb^ (1 2m g> 0. 
0 2 feitFLi.O.H-Hi 0 (lOmg, 0. 2 

£\ RTT4him o KJ»^%HH«0*ttlM-HC lTKttfkU E 
tOAc?3Wfcttt*. =>'W>Lfc*«*tWlr«iai (Na 2 SO< ) L 

LT, *IBff:£tt (3m g, 2 6%) ^HfeWRNTCftS. [M+H] + = 5 4 
7. 2 

[0 4 6 9] 
HSSM5 0 4 
[{fc4 7 5] 




(322) 



#^2 0 0 3-5 0 9 5 0 3 



. . _ . _ . _ _CH 3 _ 

OCH3 

Hfc4 7 6] 

OCH3 

LT. mfflt^VBttm&tZo [M+H] + ' = 5 4 7. 2 
[0 4 7 0] 
Hfi60J 5 0 5 
[fb4 7 7] 




OCH3 



A. 

Hfc4 7 8] 




(8mL) +<D1- (4-^h^7x-;V) - l-z/^ufu/^ 



(323) 



1^2 0 0 3-5 0 9 5 0 



ytiJ^ym (2 5 Omg, 1. 3^U^) (DffifolC Eta N (198/iL 
,1.4 351)^1/) ^"i(^^7 x-;l/^7.* U ;V • 7 ^ F ( 3 0 7 ^ L~ 1 ~ 
4 3^';^;!/) ^MLTidl^^o 
[0 4 7 1] 

£J^£RTT5#WM#U ^^T8 0°CJC3 h]&l^1-§ 0 
*U »EtOAc^H 2 OPJJ^iE-r^o £ttM$£ft (Na 2 SO. ) 

148M-HC1 (1. 8mL) fc*#U R TT 5#IW8i#U #^T* 1 0 0 °C 
KlhtimtZo RTiznm^ Et 2 OSr&lx., r£$£igPJ<9NaOHBftT 
MfoLT&m&ittZo ?mft%E tz 0 (1 5mLX3) ?1*tBU fflk (M 
gS0 4 ) U Mi±MiSiLT{b^A (1 OOmg, 4 7%) *?*K«ft»^5 0 

C0 4 7 2] 

B. 

Wb4 7 9] 



T H F +CQ±fB A itmt^B (lOOmg, 0. 6U'J€;l/) , *f7l/?o^7 
•fef— h (1 0 3mg, 0. 6 7 5U^;P) feitfE ta N (102/iL, 0. 
73^U ; e;l/) Ojffifcfc, RTT'l 6hl}ftSo E tOActH 

• orjuc^BEir&o (M g so 4 ) u ms.mM?% 

o WfeZtru^h???*- (S i 0 2 ; CH 2 C 1 2 /MeOH=9 : 1) lz 
ttLZ, ±fSB{b£tl (9 0mg, 6 2%) £**&%fTif 5 0 
[0 4 7 3] 

C. 

[fb4 8 0] 




(324) 



#^2 00 3-5 0 9 50 3 




CH 2 Ch (12. 7mL) +<D±UB<t&fo (9 Omg N 0. 
)V) 0 0 B B r 3 (8 2/iL, 0. 8 7 ^ V&V) £tf>o < t) fcil* 

5o gf&**01CT3 hfll#U ^T*JW»*ttNH4 ClfcEtOAcBB 
fc#fiETSo *$*I£IST, *ttJUcNaHCOs £i»*T»M*U ^TE t 
0AcT2iiHin o 3>7W^LfeWWffi«*«*T?JJlGV\ £jft.(MgS 
0< ) U MEEM^LT±fHC{b^tf (5 0mg, 5 9%) £f#£ 0 
[0 4 7 4] 

D. 

[ft 4 8 1] 



1 : lyk&i?**yy (7. 5mL) +0±BBCfc#» (5 0mg, 0. 2 2 

^U^e/l/) . 4-^h^7i-;l/-^nnW-f (3 3mg. o. 22^ 

fc'i^NaHCOa (25mg, 0. 2 9 5 V *)V) <Dfe&m*. RTT2 
h«B$f« 0 EJCffl^tofcE t 0 A c £H 2 OM^BB-TSo 
V\ f£*£ (MgS0 4 ) U «EE»lbTJ:IHDfl:^» (4 5mg, 5 2%) * 

[0 4 7 5] 

E. 

Ut4 8 2] 




^2 003-5 0 9 5 0 3 



Ph-<\T 





MeCN (4mL) +0±IHD{b^tl (4 5 m g, 0. , K 2 

C0 3 OOmg, 0. 2 2^;l/) : 
[ft4 8 3] 



O^^U-h (33mg> 0. 1 2^;1/) <D*g£-tl3\ 9 0°CT2 0 h*ll^*r^) 
o SJ^SrR'Hc^U EtOAc£H 2 0(VHc#8ET&o zKttffl ^ E t 0 A 
ct2i»tBU ny/WyLrc^a»m^^ (MgSO* ) Lx MJBEilli 
TSo $eit£^nv|^^7^- (S i0 2 ; hex/EtOAc = 9 : 1-1 
: JC#LT> ±IBEfls£tt (4 2mg, 6 5%) £f#S 0 

[0 4 7 6] 

F. 

[fk4 8 4] 



THF/H2 0 (1 : K 3. 8mL) tO±£Effc^j|'(4 2m.g, 0. 0 
8 5 U ^r/V) L i OH • Hz 0 (6mg, 0. 1 5^U^;V) <D®m*. 

R SlSB^II$iMO*tt 1M-H C 1 T*pH2 tcmtitL 

> EtOAcT?2«rtffi-r3o 3>/W>tfc*«*aj«*iei (Na 2 SO, 
) U ttBEBttU «fflE*^*HPLC Qj|ttffil4 9 80«^D|g«2:miK) T? 





(326) %m 0 0 3-5 0 9 5 03 

mMLX, WBffcM (2 8mg, 6 8%) «tKftMFKHrT#S. [M + H] + 
= 5 4 3. 2 

[0 4 7 7] 

±SBO¥**fliV\ TES43J:t^atffiI (Example) No. T*^£n5§ 
5 0 6-5 1 8{t^£lii£ir3o 
[fc4 8 5] 



R a 



[ft 4 8 6] 



o^o 

) 

CH 3 



Example No. 


R" 


[M+H] * 


506 


(±) -Me 


515.3 


507 


(±) n-Bu 


557.4 



[0 4 7 8] 
HC4 8 7] 



OCHj 



Kt4 8 8] 



(327) 



#^2 0 0 3-5 0 9 5 0 3 





" R* 


-[M+Hl* 


508 


(±) Me 


531.3 


509 


(±) Et 


545.1 


510 




573.3 


511 


<±) CH 3 


571.3 



[0 4 7 9] 
fflll! 5 0 6 
[ffc4 8 9] 




1 H-NMR (DMSO-de , 4 0 0MHz) : <S 1 . 4 7fcit?l. 54 
(2d, J =7. 5 Hz, 3H) , 2. 29 (s, 3 H) , 2. 37 (s, 3H 
), 2. 93 (t, J=6. 6Hz v 2H) , 3. 81 (2d, J = 18Hz, 
2H) , 4. 2 1 (t, J =6. 6 Hz, 2 H) , 5. 3 (m, 1 H) , 6. 9 
4 (m, 4H) , 7. 18 (d, J =8. 4 Hz, 2 H) , 7. 3 1 (m, 2H 
) , 7. 4 9 (m, 2H) 
[0 4 8 0] 
$mM5 0 8 
Hfc4 9 0] 



(328) 



#^2003-509503 




OCH, 



1 H-NMR (DMSO-de , 400 MHz) : S 1 . 4 7fe<ktf 1. 5 4 
(2d, J = 7. 5Hz, 3HK 2. 37 (s, 3 HK 2. 94 (t> J = 
6. 6 H z, 2HK 3. 7 4 (s, 3 HK 3. 8 1 (m, 2 HK 4. 2 1 
(U J=6. 6Hz, 2H) , 5. 36 (nu 1 H) , 6. 94 (m, 4 H) 
, 7 . 2 9 (m, 2 HK 7 . 4 9 (m, 3 HK 7 . 9 1 (m, 2 H) 

[0 4 8 1] 
[ffc4 9 1] 

R 8 COjH 



Kt4 9 2] 



Example No. 




[M+H] * 


512 


OCH) 
CMj OOyi 

(±) 


531.3 



[0 4 8 2] 



|£«J5 1 3-5 1. 8(D^tit Tfr*MtmtLTmffiM5 4 l/B<t& 
[{fc4 9 3] 



(329) 



^200 3-509503 



X 



[0 4 8 3] 
Ut4 9 4] 



Example No. 




[M+H] * 


513 




517.2 


514 




517.2 


515 




501.2 



[0 4 8 4] 
UtA 9 5] 



#^2 00 3-5 0 9 50 3 



Example No. 




tM+H] * 


516 


-2s 


501.2 


517 


OCH, 


517.2 


518 




517.2 



[0 4 8 5] 

$mm5 1 9 

Ut4 9 6] 




A. 

Hfc4 9 7] 




DCE (5mL) a -7 5/>TV h£&ig (1 0 8mg 

x 0 . 7 5 U ^ Ets N (146|iL, 111^ V ^)V) > N a B H (0 
Ac) 3 (2 2 2mg, 1 1 ^ V ^r/l/) 43 : 
[ffc4 9 8] 



(331) 



$$2 0 0 3-50 9 5 



- -^gr 

©7;l/ftF (2 15mg, 0. 7*V*M ©iE^fc, R TT2 1 hUHTr 
[0 4 8 6] 

&%fr<»\mMnim&u ?:ofc«),'fije«*5 5icT4hiiMjft , rs c*n 

£H 2 O^E t OAcM^^HEf So *ttfll*E t OAcT2MfflfSo 

aOHIftTilittfkU Et6AcT2W*m«. (N a 

i S04 ) U «EaM*LT«±eAfl:^«| (l 7 4mg, 6 1%) £f#3 0 
[0 4 8 7] 

B. 

[fb4 9 9] 




±EA<kjM* (1 2 Omg, 0. 2 9 5'J*;V) ilTkttl i OH (THF/M 
eOH/H 2 0=1 : 1 : lffl^ftKDO. 2. OmL) <Di$$£\ R 

Tt*— &ft#*rSo S^^7jc14lM-HC 1 *CpH~2te|Ht{tU ^l^T'i 
BEilWU #&HP LC [YMC S5 OD S 3 0 X 2 5 0mm*7A ; II 
= 2 5mL/^ B/A (4 0 : 6 0) ~100%BO3 OftMWtfm, llT 
> «^A = H 2 O/MeOH/TFA (90: 10: 0. i) , $#ijB=MeO 
H/H 2 O/TFA (90 : 1 0 : 0. 1) ] T?*jMKLT, ±$lB{t^m (6 0 
m g . 5 3%) v 
[0 4 8 8] 



(332) 



#^2003-5 09 503 



lit 5 0 0] 




H3C ch 3 



MVVy (lmL) +^±IBB<b^tl (2 5mg, 0. 0 6 , 4- 

^h^^7x-;l/-^ODW-h (20/iL) 0«ftt*. 6 0rT6hfilSfft 
-fSo #?g#£«EEIifc£U »EtOAc (2mL) £zl<14lM-HCl ( 
lmL) IBIfcafiTSo 4^£fflEEffiKU Si»PLC [YMC S 
5 ODS30X25 0mm*7A ; ftB£= 2 5mL/^ B/A (40:60 
) ~1 0 0%B£>2 ^A = H 2 0/MeOH/TFA 

(90:i0:0. 1) „ JS8SWB=MeOH/H2 0/TFA (90 : 1 0 : 0 
. 1) ] T*mMLT, mWcGm (4m g> 1 2%) *'*ftlS«»1?#5o [M 



+ H] = 5 4 5. 3 
[0 4 8 9] 

ffiiB®#AB£fl!l\ TiB0*fe«fctf^fl60!l (Example) No. T*^£ft£^SIi 
M5 2 0-5 3 5ft^%*SBi"rSo 
H»J5 2 0-5 3 5 
[fb5 0 1] 




[0 4 9 0] 
lit 5 0 2] 



^2 003-509 5 0 3 









Example No. 




CM+Hj 


520 


p 

OOKi 


543.4 






1 527.3 


522 


4 


531.2 


523 




515 ,2 


[0 4 9 1] 

lit 5 0 3] 


Bxaaple No. 


at 


[M+HJ * 


524 


OCMa 


531.2 


525 




515.2 


526 




515.2 



[0 4 9 2] 
[fb5 0 4] 




[ft 5 0 5] 



Example No. 


it 


[M+H] * 


527 


CCfcH 


543 . 3 


528 




527.3 


529 




545.3 



[0 4 9 3] 
lit 5 0 6] 



(335) 



#£2 0 0 3-5 0 9 5 0 3 



Example No. 


5£ 


[M+H] * 








530 




531.2 


531 




515.2 


532 


. <° 

CHi 


515.2 


533 


Shi 


531.2 


534 




515.2 


535 


8H, 


515.2 



[0 4 9 4] 

»5 3 6 
Hfc5 0 73 



(336) 



#^2 003-5 09 5 03 



Ph~<\ 1 




A. 



I1t5 0 8] 



CH 3 

HjCO^O^Y 1 



OEt 



O 



CH 2 C I 2 (6 0mL) +<D (R) - (-) (3. Og, 2 9 

^ U =E)\y) ft^lfEta N (4. 8mL, 3 5$'Jt;V) <D0°C?S^C, 
W-;^n'JF (2. 6 7mL, 3 *lM7lZ>o ffi^OtT 

1 hif^U ^TCH 2 Cl 2 ^lM7j<ttHCl (^-1 OOmL) W^SBf 
£ 0 **11*£H 2 0$3j;tf^7j<T^l\ (MgS04 ) U Jmf&ef^MJI 

MiiLT, ±iBAfb^^^T# (4. 5g, 8 6%) , cn^nmim 

[0 4 9 5] 

B. 

[fb5 0 9] 



MeCN (2 0mL) +<D±fEAfb£^ (1. 4 2g, 6. O^U^l/) , ( 
R) -4-* h^>-a-^/l/ • Oi?A/7*Z/ (3 0 Omg, 2. O^U^E 
;l/) &<fctfK 2 C0 3 (8 2 8mg, 6. O^U^r/l/) OM&to^ 7 0°CT?1 

U «5SU Sfg#£MJEI3fc£f £ 0 $!*i£E t OA c £H 2 OWfc^E-TSo 




(337) 



003-5 09 5 03 



(Mgso. ) u *EWirrs. aHt^n^? 



^7>f — (S i0 2 > CHCls /MeOH = 99 : 1 ~9~7~: "3 08KW43E 
) KftTLTx ±fEB{fc£^ (3 3 0mg, 7 0%) £fa4#K0T#3o 
[0 4 9 6] 

C. 

[fC5 1 0] 



CH2CI2 (3mL) +©±IHB{b^%f (3 3 Omg, 1. 3 9 5U^;V) 
O0°CrS^C, B B r 3 (IM-CH2 Cl 2 «80u 3. OmU 3 0^<J^1/ 
)' £ti>o< D S*S«*1 0TT*3hjf#U &V^«SftzkteNH4 C 

lfc<fctfCH 2 C li fcfli&bTil*, SJfr&JfllitSo W&LrcTkfflMC Na 
HCOa ■#^*0>o< DiW^T+jftlU ^Et0Act2iiiHt§ o uy 

>w'y\,itmm^itmcw&t\ (M g so 4 ) u MBEiiiibTm± 
ticit^vn (1 5 0m g . 4 8%) cn*%n&L±mm&Tic&fci&icm 

[0 4 9 7] 

D. 

[fb5 11] 




CH 3 CH 3 




^W>/H 2 0 (1 : I mi. 6mL) +<D±iSC{t£tl (3 0 0mg, 
1. 3 5 5 U ^6;!/) OSfiRfc, NaHCOa (5 0 0mg, 5. 9 5 



(338) W82 00 3-5 09 5 

$5&Tf4-* h^>7x^;l/- ^nnW- b (3 00/iL, 2. O^U^r/l/ 

) immhx^-D < 0***0 as^'iTreT "iSSu ~ #^¥e t o~a c £ 
Hz .oiBt^HE-rso *wi«i*Tftv\" rat' (M g s 04 ) u'.tewib 

TffiS?t*W, cn^n-7b^77-r-(Si0 2 ;^tVEtOAc = 
3 : 1~1 : 1 0&ffft£tfB) fcttLT, ±fED{b^tl (3 3 0mg, 6 6%) 

[0 4 9 8] 

E. 

[ffc5 12] 

CH 3 CHj 



cr o 

i] 




och 3 

MeCN (2 0mL) >t»0±IEDfl:£fll (3 3 0mg, 0. 8 8 5 U <D 
7$$^, k 2 C0 3 (I65mg, 1. 2$Ut;l/) fej:tf^: 
Cffc5i33 

O^U-h (3 3 7mg, 1. 2 5U*;V) «SKUT*l«o 

9 5°CT1 6-hMMU ^TRTJc^U itifrT&o ttMHMEEBMTU & 

ratOAckHi OIBK^ME-rSo *f«tt&^T?ifeV\ (Mg S 0« 

) u'weawrr*. 8»*^PTh^57-f- (s id ;^tVEto 

Ac = 3 : 1) tftlt> ±fHEfb^*f (3 5 0mg, 7 1%) £®£ 0 
[0 4 9 9] 

F. 

[(1:5 14] 



(339) «*2 0 0 3-5 09 5 0 3 



_ _ _ CH3 CH S _ 



j 

0CH3 



THF/H2 0 (2 : l*« v 1 5mL) t^±ieE{b^tl (3 5 Omg, 0 
. 6 2 5U^;1/) ©Mtx LiOH-H 2 O (5 2mg, 1. 2$y*;l/)£ 

&i*3o ©SKftRT-p-* (1 4 h) arau ^v^e ioacw, mm 

^1N-HC l««TpH~2K:Wt{tr* 0 *WI*«*T«lsl\ Kft (Mg 
S04 ) U ttEEttfirf&o 88tfc#ftH P L C [YMC S5 ODS 3 0 
x 2 5 0mmA7i» '» Mj£= 2 5mL/^ B/A (5 0 : 5 0) ~1 0 0%B 
<OZ 0#&M£JBE> ££T\ MA = H 2 O/MeOH/TFA (90: 10: 
0. 1)\ «RWB=Me OH/He O/TFA (90: 10:0. IK flaw 
IW=2 6#] TfMiU S^Wy*0aBa»bT^«^«f (2 0 8mg 
, 1R*S6 1 %) £*ftW*T#£ 0 [M+H] + = 5 4 5.3 
[0 500] 
mmm5 3 7-5 3 9 

m&D^m*my\ TIH^SSM (Example) No.Offc^ffcfilitTSo 
CfC5 1 5] 



003-509503 



Example No. 




[M+H] * 


537 


OCH, 


545.3 


536 


OCH, 


545.3 


539 


oat) 


545.3 



[0 5 0 1] 

mmm 540 

[ft 5 1 6] 



A. 

Ut5 1 7] 




THF (6 0mL) t<D 5 - ^f 2 - 7x-;l/-t*t N /-;I/- 4 -- T;l/ 
x*/-;l/ (5. Og, 2 4: , 7th>->7/t F'J> (3. 

35mL, 36. 9 5 U*;l/) fe«ttfP hs P (7. 5g, 2 9. 551)^71/) 



(341) 



^2 003-50 9 5 0 3 



(OOtmeuc, DEAD (6. OmL, 3 6. 9 S^TT^o MTU 

M^^07h^77^f- (S i 0 2 I^-fr^/E t OAc = 2 : 1) tcftL 
T, ±IBAfb^ (4. 5g, 8 6%) *»«»T»*o 
[0 5 0 2] 

B. 

Hb5 1 8] 



EtOH(lOOmL) +£>±fEA{fc£-% (4. 5g, 2 1. 2 5U^;l/)fc 
•fctffcHz S04 (2'0mL) Qtim&s -mmMffitZo »«*7cO*JiCD 
l/3£T»JBa8ISU ^T*E t OA c (15 OmL) £H 2 0(10 OmL 
) £ffl£>LTj&l*3o *f«*l^^i*ttNaHC03 (1 0 0mLx2) &<i;tf 
&7j< (1 5 OmL) T«5l\ (MgSO* ) U Mffi^SSLTffifaft^ff 
£0 CO»R^n7h^77-f- (S i 0 2 l^tty/E tOAc = 2 : 1 
) fcf*LT\ ±IHBfb^ (2. 1 g, 3 8%) miM§ 0 
[0 5 0 3] 

C. 

Ut5 1 9] 



THF (6mL) +©±IHB{b^tf (2. 1 g\ 8. ' 1 5U*;V) O- 7 8*C 
N 2 JIHMTL i A 1 H< (1. OM-THF^E 16mL, 165 
U€;V) «Tt5o ffl^*0"CldiliaU 0tT?3 0#Wfl!#Lfc^ TL 
C (hex/E tOAc = l : 1) RJ&am71t&5£tZo *1£HC 1 

(1MM 1. OmL, lSV&W &&XfmtokfflSimi-hVVJ*-1jV 
(1 OmL) ZmMLTto^ fB&tititR TV3 0 3 0 fe^Va* 

EtOAc (1 OOmL) TlAttSU H 2 OfcitfJfcfceffi^ $EH (Na 2 S 





(342) 



^2 0 03-5 0 9 5 



0 4 ) U ffi&mm L Tffi±IB C itSM (1. 7 8g, 9 7%) %*&Mfo-?® 
[0 5 0 4] 

D. 

[ft 5 2 0] 



CH 2 Ch (4mL) +<D_hfECffc^ (6 7 Omg, 3. 0 
&<fct;Et3 N (516/iL, 3. T U'J^V) <DW®t^ 
^n)JF (2 8 6 /iL, 3. 7 15U^;1/) ^l^^o S/SS^tl^R T"e3 0 
#MI£#U C(D^T\ TLC (h e x/E t OA c = 2 : 1) fc:£oT£JS 
£>#*7#%>fr£o &S#£CH 2 Ch (6 0mL) £H 2 0 (4 0mL) fflK 
^BH1-^o (4 0mL) vm\,\ ftJSk (MgSO* ) U MEEillS 

LT±fED{tS^ (9 1 Omg, 1 0 0%) cn^tU^Mtef^ 

[0 5 0 5] 

E. 

Cfk5 2 1] 



MeCN (12mL) +<D±i3D{t^ (3 8 0m g, 1. 2 , 
4-tKD+M>X7;l/ftK (18 8mg, 1. 5 5 ^ U *5<i:tf K 2 
COs (2 14mgs 1. 55$'Jt;W ©{g^ }*?STM 7h»5 0 

tjwu ■«*tiaw%»3S'r«o m&ttBEStiu eio-ac (60mu 



OS02CHJ 




(343) 



#^20 0 3-509 503 



tHz 0 (4 0mL).IBfc5ME , r*. fttttt&B* (4 0mL) ftft ( 

M g S 0 4 ) Lx MffiMi t Tffli^i^7 COlM* * err h ^~7^ - 
(Si0 2 ; h e x/E t OA c = 4 : 1-1 : 2 ©SPBf<WBB) t#LT, ± 
IBCfb&to (1 OOmg, 3 6%) fcil*T. ±fBE{fc^ ( 1 5 0 rag, 3 6 

[0 5 0 6] 

F. 

lit 5 2 2] 



Me OH (5mL) +®±&E(t&to ( 1 5 Omg, 0. 5 
'^»-^f-;l/XXf;l/M^ (7 5mg, 0. 6 0 51;*;!/) femt 3 N 
(84/iL, 0. <DiR£&£, RTT?6hJt^b^ NaBH 

4 (5 0mg) ^Jfl^LTiTtSo SJSiffi^*RTT?-^di^Lfc^ J?fg 
^WEEKS-TSo ^M^E t 0 A c fcH2 OMfc^fiE-TSo. 
V\ (Na 2 S0 4 ) U «EEaWSbT±EF'-ffc^« (1 80mg, 97% 

) «mmrTft«i. 

[0 5 0 7] 

G. 

[ft 5 2 3] 





CH 2 C1 2 .(1 mL) +©_tEF{fc^* (2 3mg, 0. 0 6 0^U^;V) 



(344) ^2 003-5 09 5 03 

, E t -s N (1 Ofi L> 0. 6 6^'J^/l/) feirf4-h'JMno*;I/^-b 
( 1 0 ii L , 0 . 0 6 6 iV^V) C»^^^rR TT2~h «St § 0 ~^^ ~ 
$JEI&£U ^ii^THF/MeOH/H 2 0<D}$$ (2:2: 1 ?E^f> lm 
L) immU L i OH • He 0 (1 4mg, 0. 3 3 5';^!/) £iS 

[0 5 0 8] 

w$£tt*mm3kL, mmim 1 m-h c 1 ^ e t o a c ra^itSo * 

$»ffitl£MJ£ilJiiSU ^^r^H PLC [YMC ODS S 5 3 0 mm 
X 2 5 0mm*7A ; 4 0%B/6 0%A~1 0 0%B©2 5ftWm£$£s 1 0 
0%BT1 5#&£^ ^JA = H 2 O/MeOH/TFA (90 : 10 

: 0. 1) &£tf?§£iJB=Me OH/H2 O/TFA (9 0 : 1 0 : 0. 1), 
«6t=2 5mL/#] -mMLT. TCftM^ttUtiratS (1 3m g, 2 
XT^y^Cfrfct) 4 5%) o [M + H] + =5 15. 3 
[0 5 09] 
fi#S#!J5 4l 
[ft 5 2 4] 




A. 

[ft 5 2 5] 




E t O A c (1 5 0mL > ^*6HC 1 J3XT*m*te?Z>) t©^>X7^ft: 
K(23. 8g, 2 3 45';^) 2, 3 -7ZVVHrl/ • 

(2 5. Og, 2 3 45U^;W fP,n§M^RTtl 



(345) 



#82 0 0 3-5 0 9 5 



[0 5 10] 

B. 

lit 5 2 6] 



CHCls (2 0 0mL) +<D±nMt&fa<Dffi6UC* POC la (3 OmL 
, 3 2 0$'J^1/) fcSITrSo 5J£»%5 01CP1 2hjf#U ^V^SEE* 
«TTSo ^l^EtOAc OO.OmL) 1 1 N*ttN a pHIHfcSHE-f 3 
o *»M«tt7K^\ (MgS04 ) U W£ttM|-r«. M^^nTh 
^77^- (Si0 2 lEtaO) fctfLT, ±fBB{fc^ (4 1. 5g, 8 6 
%) £W*gftBft-?#£ (MPLC^tf' H-NMR^CtO, 
9 5%) o 

[0 5 11] 

C. 

[ffc5 2 7] 



o ^ V , v^y • *f-;Vxxf7l4ffl*!6 (2 2g, 1805'J & 
£tfE t 3 N (2 5mL, 1 8 05';*;!/) ©jS«J& % RTT*1 2 h«#TSo 
KJS*K'£tl£0 , Cfc:}££PU NaBH« (9. 0 g, 2 4 05';W =&ITt 

[0 5 12] 



.CI 




M e OH (200m L) t©4-t Kn+^X7;l/ftK (2 0g> 16 



(346) 



^2 0 0 3-5 0 9 5 0 3 



[ft 5 2 8] 




coaCHa 



Etz 0 (3 0 0mL) ft&TfHz 0 (2 0 0mL) +©5|B±fe C f 
mc, NaHCOs (20g, 2 4 0^'J^/l/) £-jK£J|iL *04-h'J;l/ 
^nn^l//-h (l 5mU 1 5 0^U^;1/) $ITt5„ ZltlEJSSiffi^fc 
RTT12hiW$t5o ^T?-*tt»fcE tz 0 (2 0 0mLX2) Ttttti-TS 

o u>/w>Litiimkmm%i&fc (5 0mLx2) vm<\ mskcugso* 

) U ttBESflrrs. Ii^^n7h^77^- (S i 0 2 ;^y/E tO 
Ac = 3 : 1-1 : 1 OSffft^flE) KttLTs ±IHDfb^ (4 0. 8 g, 2 
Xf7 7Kt>rz 0 7 6 %) ^M^%fe#So 
[0 5 13] 



CH 3 CN (1 5 OmL) +©±ffiB{fc#% (14. 5 g, , 
±KCft:£to(2 1. 6g, 6 7 5y*;V) **lfK-« C0 3 (18. 4 g, 1 
3 4 5U^;l/) £>7§$S\ 8 0tTl 2hm&?% 0 fcfam*RTlCft®L, W 
mMt*Em£tZo »ft»«»ai*E tOAc (2 5 0mL) ^ifck (100 
mL) Wfc^E-rSo 7j<14J5£E t OA c (10 0mLx3) VftfttZ, uy 

*4y\ui&mmwtiGXk (M g so< ) u sjeshs-tso m&tzw*y 

^77>f- (S i 0 2 ; tOAc = 3 : 1-1 : 1 ©©Rif^E) 



E. 



[ft 5 2 9] 




(347) #^2 0 0 3-5 0 9 5 0 3 

fcttLT, ±IHDfb^ (2 3. 6g, 7 1%) ttfatitiffllvnZo 
[0 5 14] 

F. 



[ft 5 3 0] 



""-CO 



N^COjH 




THF (2 0 OmL) 33<fctfH 2 0 (1 2 OmL) »t«Z>±ED{fc£* (2 3. 
6g, 4 7. 4 ^ U ^E/l/) 43ck L i 0 H • H 2 0 ( 4 . Og, 9 5^1)^10 
OSf«*s RTTMhim ^TEJM****ttlN-HC ltpH- 
2 tcKttfb-r 7j<1t«l^ EtOAc (200mLX3) T&ffi-T & 0 
[0 5 15] 

(M g so4 ) u ffi&wmLxmwm* 

Ctl*E tOAc^6S»JlLT, flflBfcM (1 9. 4g, 8 4%) Sr* 
feHft-e#So [M+H] + =4 8 7. 2 3 

1 H-NMR (CDa OD, 4 0 0MHz) : 6 2 . 3 2 (s, 3 H) , 2. 
46 (s, 3H) , 3. 99&4. 04 (2s, 2 H) , 4. 47&4. 54 ( 
2s. 2H) , 5. 0 1 43<ttf 5. 00 (2s, 2H) V 6. 99 (d, J=8 
. 4 Hz, 2H) , 7. 05 (m, 2 H) , 7. 17 (d, J=8. 4Hz, 2 
H) , 7. 3 1 (m, 2H) , 7. 4 9 (m, 3 H) , 8. 0 1 (m, 2H) 

1 H-NMR (CDC Is , 4 0 0MHz) : 6 2. 3 1 (s, 3 H) , 2. 
44 (s, 3H) , 4. 00 (s, 2 H) , 4. 55 (2s, 2H), 5. 00 
(2 s, 2H) , 6. 9 9 (m, 4 H) , 7. 13 (m, 2H) , 7. 2 1 (d 
, J=8. 8Hz, 2H) , 7. 31 (m, 2 H) , 7. 44 (s, 3 H) , 8 
. 0 1 (s, 2H) 
[0 5 16] 
^»J5 4 2 



(348) 



[ffc5 3 1] 




A. 

Ut5 3 2] 




hfrx.y (lOmL) +0 2-7x-;V-5-^f-;l/-^"9-y-;l/-4-K 

^ (4 7 0mg, 2. 1 7^U ; E/k Maybridge) , • N-^+v'K ( 

830m g> 8. 7 4 5';^;!/) fe^tf^TK^ (3 5 0mg, 3. 57^U^ 

tOActl MfcttH C 1 IBIfc£Er So Wa*£«frf*7j<1£N a H C 0 s , «fefc 
TifeV\ «£» (Naz S04 ) U l^mUTI«IKtt^%ffSo COM 
S^P7h^77-f- (Si0 2 ;hex/EtOAc = 4:i) £#LT, ± 
IHAfk^I (1 4 3mg, 3 5%) fcJ*K*Tl#So 
[0 5 17] 

B. 

[fb5 3 3] 



CH 2 C I 2 (5 0mL) tO±EAfl:^» (6 0 0mg, 3. 2 
) feitfPha P (3. 37g, 1 2. 9 5U*;V) ©OtM^ CBr 4 ( 
2. 13g N 6. 45Ut;l/) /CH 2 CI2 (20mL) O^iTtSo 




(349) 



#^2 00 3-509 5 03 



MEEB££U SI%^D-7h^77^- W>/EtOAc=S5: 1 5) 
[0 5 18] 

C. 

Hfc5 3 4j 



THF (60mL) +<D±fBB{fc^J ( 1 . . 1 2 g, 3. 2 6Sy*/l/) ©- 
78tM: v n-7f;I/!jm.(l. 6M<v£1fV»?Mu 4. 2mU 6. 

V^Tv^^;l/A7;Vx.t K (3 0 5 g) fc-flBCi**., fiJSK*0TT3 h«# 
U ^T*«SfcfcM$NH« C 1 ■CKf&fcffllfcSo 7j<tt«l%E t 0AcT2MtB 
U .3>/WiyLfeWtt*m«f*«*TfjJfet\ $ai(Na 2 SO-4 ) U MEM 
*UT«ffe»«W%#«. !IOi»^^n7h^77-f- (S i 0 2 ; hex/ 
EtOAc = 3 : 2) tcttUT, ±KC"<k^» (4 6 6mg, 6 7%) 

[0 5 19] 

D. 

[fb5 3 5] 



CH 2 C 1 2 +<D±MCit&® (4 6 6mg. 2. fc^tfE t 

3 no o icjsfiSK^x * £ -;i/>n y K (190/1L, 2 . 4 5 $ y 

) %»TU jafi«*0lCT?l h«¥t8, ^TfjB^CH: C 1 2 fc«H " 
MzfcttHC 1 BBfc^HE-rSo ISft CNa 2 S04 ) U « 

JEfcltf 5„ &&&MS*Zu'?h? J 77*- (S i O2 ; h e x/E t OA c = 





(350) 



#82 00 3-5 095 03 



3 : 2) ftLT, UBDit&fa (5 3 3mg, 8 4%) %*y&VC hWfcTH 

So ' " --- - 

[0 5 2 0] 

E. 

Ut5 3 6] 



CH 3 CN (1 3mL) +<D±fBDft£-tl (1 9 8m g, 0. BS^U^l/) 
, 4-bFn^M>X7;l/fHF (9 6mg, 0. 7 9 5 U*;V) &&XfK 2 
C0 3 (14 1mg, 1. 0 2 5«j€;W <Djg^, 7 0t?3hilliU ^ 
^TRT T*~ Wmt So S^^MEE^ U EtOActl M*ttN 

aOHIBHc53ter«. $£& (N a 2 SOO U MEM^S 

l/OHJJBEfc** (1 9 0mg, 88%) «||ftWHIr?fk cn«*nCU: 

[0 5 2 1] 

F. 

[fC5 3 7] 



DCE (15mL) »t«©±EE{b^« (12 3mg N 0. 3 95U^;1/) , ^ 
U^y-^^l/XXx^iSii^ (2 4 8mg, 1. 9 8 fc£tfE t 3 

n (600/iU 4. 3^';^e;v) <D*g^3\ rt^i 5#WJfML N a B 

H(OAc) 3 H (2 6 2mg N 1. 2^U^;P) ^-^Cim^So SiS^RT 
TM 6hJt#Lfd£, £6fc:Na BH(OAc) 3 H (200mg, 0. 9 45 V 





(351) 



0 0 3-5 0 9 50 3 



[0 5 2 2] 

ffif«3hi^ ?5£NaBH(OAc)3 H (2 0 0mgT 0. 94$ 
U^r;V) £2ll*.So RJS«ftRTT?4 8h|W¥bfe«, ±IS E {b^tl<D£TtfM 
^f£o C Ha C 1 2 fczM£NaHC0 3 HMcjmTZo *M$tt£ 

CH 2 Ch ? 2 3V/WytfefflW'ffi»«WcTjJlsV\ fcjft ( 

Na 2 S0< ) U SJEffifirrSo i4lS»«^n7 h ^57^- (SiOz ; 
hex/EtOAc = l : 1-2 : 3 fctfLT, ±ISFfb^Bj ( 

12 0mg. 7 9%) %m&1MfflBT*n. Ctl^ttRtfeBft'&LftSo 
[Q 5 2 3] 

G. 

Wt5 3 8] 



CH 2 Ch (1 OmL) »t»0±IBFfl:^» (1 8 0mg> 0. 4 65U^ 
) feJ:CftfU^ (1 0 Oji.L, 1. 2 4^U ; E/l/) OflBKfc, 4-*b^>7 
i-;V.^DDW-f (10 5/iU 0. 7 1 5U*;V) £*l;LSo gJSflt 

5h«#U ^T'TkffiNaHCOa E t 0 A c WtC^EfSo 
7Mi*|£E tOAcT?2l»tfitS, 3>/WybfcWa»tB^l£7j<mi\ 
(Na 2 SO, ) U ttEEMPfS. ffli^^07b^7-f- (S i 
0 2 ; h e x/E t OAc = 3 : 2) fctfLT. ±fEG{fc£%| (2 3 2mg, 9 

3%) 

[0 5 2 4] 

H. 

Ut5 3 9] 




(352) 



#^2 00 3-5 09 503 




TH F /Hz 0 (5 : lft^ft, 1 2mL) tO±IBGfk^tt (2 3 2mg, 
0. 4 LiOH-Hz O (1. 3^U^;V) £frl*3o 

JS«*RTT-«aWU ^TvJcftlM-HC E t 0 A c T 5 2 

> MEEiiftifSo ^ft^IRHPL.C [YM.C S 5 ODS 3 0X7.5 
mm*7i ;M=2 0mL/^ B/A (7 0:3 0) ~1 0 0%B£>iIi!&J 
SB, CCT\ PJA = H 2 . O/MeOH/TFA (9 0 : 1 0 : 0. 1 ) , ®M 
B=MeOH/H 2 O/TFA (90: 10:0. 1) ] TitSSJLT, WEitS 
i(160mg, 7 1%) ^IfelMSo [M+H] + = 5 2 7. 2 
[0 5 2 5] 
5 4 3 
[fb5 4 0] 




[fb5 4 1] 



Me OH (6 0 m L ) 5 - ^f 2 - 7 x^;Pt^V*-;l/- 4 

-mk (4. og, i s^i;^;!/) $5&Tsmnc 1 (2mD or$^, -m* 



(353) 



#^200 3-509 503 



$mtfa?2> 0 jm&wtsm&L* m&%H 2 otE toAciwcaer*. * 
(4. oog, 9 4%) , cn**njfiu^«^f , fc3fcrsfcfl!v^ 

[0 5 2 6] 

B. 

[ffc5 4 2] 



LDAO-7 8"0$?£ (^VTHF<D2. 0M» 15. OmL, 3 
CUU^k Aldrich) fc, THF (6mL) +<D±fEA{b^ (2. 3 g, 1 
O^U^r;!/) ©MtHMPA (500/iLs 2. 9 ^ U ^r/l/) fcilfgLTiKT 
«-7 81CT*3 0^WLm (1. 8 7mL, 3 0 

^U^/l/) WtSo ?$^- 7 8 0 CTl h«#U ^V^TO°C^Al?a^L46 
, CCTl h^1"§ 0 SiS?§^«S^l7j<^NH4 C 1 £E t O A c IVH^fiE-f 
3 0 7j<1$lfl£ E t O A c (5 0mLx2) Tl*tB-r3o uyA^y LTt%mk\ti 
(MgS0 4 ) U MJ£MISLTM±feB{fc^ (1. 90g, 78% 

[0 5 2 7] 

C. 

[fb5 4 3] 





LDA<7)-7 8r^ (^\^y/THF'f2. 0M, 7. OmU 14 5'J 
^/k Aldrich) fC N THF (5mL) +^±IBB<b^ (1. 8 g, 7. 3^ 



(354) 



#^2 0 03-5 09 5 03 



y^e/io <omit, hmpa (500/iL, 2. 9^';^;v) ^MMtrMT-r 

§0 ^-78ttl h Mft, %^Tmt* fjl<CD®m (lm L~ 11 5 V* 
;W £?ST"f3o »-7 8tTMhIjfU ^T*0t^|ffl^Li6, 0°C 
"fflhlWS. ^fcfiJ6?af«%»ftlzkttNH4 C 1 tE t 0 A c BUCKET § 
o skteW&EtOAc (5 0mLx2) Tttlil-fSo 3>^yLfc#fi$*tHtl 

«iqr (M g so4 ) u ttEEMrre. aios«^e>o^» ( 

6 7Omg0±fEBffcS-%Jfr£) t^W^U ^07h^77^- (S iO 
z ;^>/EtOAc = 9:i)^LT, ±BC{fc£ft (2. 60g, 9 

5%) *m&mm~e%%o 

[0 5 2 8], 

D. 

Ut5 4 4] 



THF (3ml) +<D±feC{tS% (1. 2g, 4. 6 3 0-7 8 

raftftCNz #»m~F, LiAlHi»«(l. 0M-THFM 1. OmL 

tm«Hi om\ mm (M g so« ) u «£EawibTa±eDfl:^u (i 

. oig, 9 4%) «tt«Nrm cti**tiWd»«*^fc3Ja»i«:fl!v>*o 

[0 5 2 9] 

E. 

[ft5 4 5] 




H 3 C CH 3 



(355) 
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Ph-<\ 



CHO 



HjC CH 3 



THF (1 OmL) »t»0±SBD{fc^4l (7 0 0mg, 3. O^U^l/) > Ph 
3 P (1. 2g, 4. S^V^fr) 3s&Z?4-t Kn*^yX7/l/rt:F (4 
06mg, 3. 3^U^) <V80°mm^ DEAD (7 2 0/iL) £5^Mc 

> ^^-eMffMSi-r^o »^n7f^77^- (s i o 2 ; ^*?y/E t 

0Ac = 9 : 1-5 : 1 <Dl3P£tt&JSE) £faLT> ±IBE{b^ (160mg, 
1 6%) £f#£ 0 
[0 5 3 0] 

F. 

Ut5 4 6] 



Me OH (3 OmL) +©±IBEfb^ (2 5 0mg, 0. 7 , 
^i/^^^HXr^iS (1 4 lmg, 1. 1 3^D^;l/) *5£tfE t 
3 N (1 5 7/xL, 1. 1 3 5U^r;l/) RTT-&Jf#ir3o )g£Jc7) 

%o wmiuz o^e toAcw^BeirSo ^«^7j<mi/\ «jR (Mg 

SO, ) U «BEaW8LT«±EF.{b^« (3 0 0mg, 9 8%) Z.tl* 
[0 5 3 1] 

G. 

Kt5 4 7] 




HjC CHs 



(356) 
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CHz Ch (5mL) +£>±f2F{t£# (1 5 Omg, 0. 3 7 5U^;P) 
4o<fetf E 1 3 N (5 1 /t L> 0. 3 7 5'Jt;l/) ©OtM^ 4-;*h*^7 
i-;l/.^noW-b (55/iL> 0. 37^>;^E;K) ^Ai^S 0 
RTteiwiBU RT*P2hJWW5o »$g#£*EEI*5&U ii^^DVh^ 

(S i0 2 ;.^>/EtOAc = 5 : 1) te'tfLT, ±ISG{b^te ( 
1 3 Omg, 6 3%) %&3 0 

[0 5 3 2] 

H. 

. [ft 5 4' 81 



H 2 O/THF/MeOH (1 : 2 : 2iB£ftk 2mL)+0±fBG{b^ ( 
1 3 Omg) L i OH • Ha 0 (3 9mg) Offlm, RTT2hI#t 

So »fg#£*EEIifc£U mm 1 . OMzKttHC 1 -CfcttffcU ^V^E t O 
AcTMtSo *«fll%*aai (Na 2 S0 4 ) U MJESSfil lT^i^H> C 
MMHPLC [YMC S5 ODSiBttC 1 8, 3 0x2 5 0mra*7A 
; 8I8§=2 5mL/^ 5 0%A/B~1 0 0%BO2 O^M^BBx 
?SSWA = H2 O/MeOH/TFA (9 0: 1 0 : 0. 1) , ^jB=MeOH 
/H 2 O/TFA (90:10:0. 1) ] TMSIU ^"P^^V^fe* 
leeKLTKfbM (5 8mg, 4 6%) tlftWW||?ffS, [M+H 
] + = 5 4 5. 4 




(357) #^2 0 0 3-5 0 9 5 0 3 

[0 5 3 3] 

5 44 " " ~ ""' " 
lit 5 4 9] 



och 3 



H3C CH3 



5 4 3/E{t£»0«3fifc:felvr, 4-tKo^M>X7;I/ftK© 
ftfrtHc 3 -fc Ko^^yX7;l/ft F*ffl^S£tfUJ\ IWJ5 4 3 fc£t 
*jB{b£tt&fiBSrt£. [M+H] + = 5 4 5 . 4 
[0 5 3 4] 

mmw5 4 5 



lit 5 5 0] 



Ph y-o 

"i 




0CK3 



A. 

[fb5 5 1] 



Ph. _ 



COjt-Bu 



OOHj 

MeOH (81L) tOii: : 



Iit5 5 2] 



(358) 
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N 




o 




(DT-t^Uyit&ya (3 8mg, 0.0 6 5 5';^) (^Ji^-^f;l/XXf 
>\sfflm<Dttt)*)lCt?Vi/V • t -^;VXXT;l4tt»«*fl!V\ HWJ5 4 2 
/GA^^I^CLT^) . 4V;;y (8 0mg, 0.6 2^UW 43«ttf 
Lindlar<D8*& (8mg, Pd/CaCCh , Aldrich) <0ig£^£\ H 2 #BMT 

0rfcT2 0fMW»r*. 
[0 5 3 5] 

LindlarOftH^ (8mg, Pd/CaCCh , Aldrich) %tM*.* Ha H 

KHCW«'. «»*^«[H PL C [YMC S5 ODS 20X100 
rwtJ^l* ; iffi£=2 0«L/#\ B/A (8 0 : 2 0) ~1 00%B£>2 OftMWi 
£j|SH, llT% A = H 2 0/MeOH/T F A (9 0 : 1 0 : 0. 1) , B=Me 
0H/H 2 0/TFA (90 : 1 0 : 0. 1) ] ?»«LT, ±8BA{fc^ft (2 
2mg, 5 6 %) £&&fttftfT**#£ 0 
[0 5 3 6] 

B . 

lit 5 5 3] 



CH 2 Ch (0.5mL) +<D±fEA{fc£-tl (3mg, 0.0 0 




(359) 



#82 0 03-5 0 9 



mic* TFA (0.2 5mL) fcttTU SJiS«t*R TT 2 hS#N-£ 0 flB^* 



» ( 1 . 5ig, 5 5%) £&ftfatf^T#So [M + Na] =551.0 
[0 5 3 7] 

±K¥JK£fflV\ TK*feJ:tf£Ji0!l (Example) No.Ofb^^igf 5 e 
HflW&J 5 4 6-5 5 6 
Wb5'5 4] 




[0 5 3 8] 
[ft 5 5 5] 



(360) 
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— Example No. 


*t 




546 




515.4 


547 




531.3 


548 




503.3 


549 




529.4 


550 




531.2 



[0 5 3 9] 
Ut5 5 6] 



Example No. 


5t 


[M+H]* 


551 


V 


515.2 



Wfc5 5 7] 



(361) 
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[0 5 4 0] 
Ut5 5 8] 



Example No. 




[M+H]* 




5 


Oil . 3 


553 




487.3 


554 




503.3 


555 




527.2 



[0 5 4 1] 
[ft 5 5 9] 



(362) 



2003-50950 



— Example No. 





[M+H] * • - 


556 


i 


S11.4 



[0 5 4 2] 

mmms 5 5 

Lfb5 6 0] 



A. 

[ft 5 6 1] 



OCH3 



ojQsjCcOjH 



p h ^ N jf^O^^CHO 



CH 3 CN (1 OmL) 
[fb5 6 2] 



Ph-<N 




OSO2CH3 



O^^Wh (124mg, 0.4 35D€7l/) , 3-t Kn^yX7;l/ft 
K(62mg s 0.5U'Jt;l/) $5j;tfK 2 C0 3 (9 4mg, 0 . 6 8 5 'J 
(DUSM*. 7 0tT4 8hiH&-r5o SJS^RT^JPU EtOAc*il* 
* Mtt&aq lM-Na0H:&*tf**T*jftS o Mm«KH (Na 2 SO, ) 



(363) 



#8200 3-509 503 



U if$B.mtiit2>o W&ttwvy (Si0 2 ;hex/EtOAc=4 : 
1) feWT; ±IEA{b^ (7 l mg, 5 2 %) «!^9ftRnr7W%. [M + H 



l-,2-^nni^> (1 OiL)--»f©±IBA{b^» (7 1mg s 0.2 2 51^ 
rt/) . ^USCHCl (1 4 Omg, 1 . 1 1 ^U^Er/V) fcitfEts N (0.3mL, 
2.165U ; 6;10 (DfeSWlte, NaBH(OAc) 3 (150mg) R T 

"CI 6h8H$& (SJfcfc^T) > S6£NaBH(OAc)3 (1 5 Omg) £;(ji;L3 
o 2Z>lZ3hm<:, S»ONaBH(OAc) 3 (1 5 Omg, h-£;l/2.1 

2 %ff*V\ SlS«t*RT-e4 8hJW'r5o £ 0*j*TSJ6tt»7 

U fSftzfcftNaHCCh 7j<tttl£CH 2 Ch T? 2 3 0 n^/S 

-r^bfe*«ffliffi»**zKt»jjicv\ eg (Na 2 so 4 ) u keqmtt^. a 

I^^n7F^77^- (Si0 2 ;hex/ / EtOAc=4 : 6) iCftLT. ±IBB 
M (8 lug; 9 3%) £fc&faWTi#£o 
[0 5 4 4] 

C. 

lit 5 6 4] 



+ 



] =3 18.2 



[0 5 4 3] 



B. 



lit 5 6 3] 





O CH 3 



(364) 8*2 0 0 3-5 09 5 

CH 2 Ch (2mL) +©±IHB{t^ (lOmg, 0.0 2 65'J€;1/) 

n^;l/^-h (10 /iU 0.0 6 7^'JW (^n^no. liLOCHa Ch 
+) ^M^LTiW^So SJS^RTTl 6h»U ^TTMi 1 N-H C 1 
ilEtOAcPJ^SS-r^o *$ffl££7j<^\ Rji (Na 2 S0< ) U ffil± 
mfc?Z>o 8IM%#MP L C [YMC S5 ODS 3 0 X 7 5mnft^ A ; 
&fE&=2 0mL/#, A/B (7 0:3 0) ~10 0%B©I^R r$ 
^JA = H 2 O/MeOH/TFA (90 : 1 0 : 0. 1) x ?3£ijB =MeO H/H 
2 O/T F A (9 0 : 1 0 : 0. 1) ] T«f«UT, ±IBCfk^« (9mg N 6 5 
96) %^5 0 

[0 5 4 5] 

D. 

[{1:5 6 5] 



OCH, 




O^O 



THF/Hz O (2 : K 3mL) +0±1B C ffcfcft (9mg, 0.0175U€ 
;W ©JS»eJC, LiOH (6mg, 0.1 4^V^;l) %)M%.Zo »»*RTT4h 
WfU *I^C3»|©1M-HC1 (aq) TKttftr*. »*fcEtOAc (5mL 
X2) T?»tfJ-rs 0 3>/W>Lfe#W*ta»*tt*7?JJ(GV\ (Na 2 SO 

®&<t&® (6mg, 6 8 %) £^7Y/WxttTW5 0 [M+H] + = 5 2 7 . 
2 

[0 5 4 6] 
H»J5 5 6 
lit 5 6 6] 



(365) 



^2 003-5 0 9 503 



0 



! ®}%£j8 i '?%o 4-^/l^on*/M-Hc£37^/Wt (HPLCMi!f£6 
7%) > ^V^:LiOHi/l7jc^^ToT> mEfc£% (5mg, HPLCifitMt 
5 7%) [M + H] + =511.4 

[0 5 4 7] 

^51^15 5 7 

[ft5 6 7] 



H 3 c 




cojh 



A. 

Ilt5 6 8] 



SH 

0 

H 3 C 



2-75/-5-^W-;l/ (5.0g, 4 05U€;W % KOH (3.2g, 5 
7^V=E)V) <DmW£s EtOH (5 0mL) *5£tfCS2 (4 OmL) 8 hit 
fitbfc^ SJSS^^MJE^-T^o ^M^aq 1M-HC1 (1 0 OmL) t 
EtOAc (2 0 OmL) RH^fie-f So *«l£7j< (1 0 0mLX2) vm<\ 



(366) 



^2 0 0 3-5 0 9 5 0 3 



(MgSO< ) U MH3fi$§ L T±IE A itm% (4.0g, 6 0%) 

"" - - - - - — 

[0 5 4 8] 

B. 

[fb5 6 9] 



h;l^> (1 5 0mL) ^(D±mAit^ (3.2g, 1 95U^;l/) &«fct5PC 

is (3.7 5 g, 1 9 5 y oasfcfc, 2 hMKmrr«. £jSSM%* 

fe<fct»J<ttNaHC03 T»KLT«Elr\ *lr^K* (Na 2 S0< ) U MEEM 

*SbT±iBBfb^ (4.o g ) *fi»««fT»*o 2:o»ii*^njx±»«ti-r 

[0 5 4 9] 

C. 

[fb5 7 0] 



THF (5mL) +<D 1 , 3 -*>5?A,yy i/y • 75/x7f;V (1 5 Omg, 
\ ±IBBfb^& (1 OOmg, 0.59^>;^;1/) 33<£t»Ux 
^;V75 > (0 . 2mU 1.9 8 5'J <Di£$£\ 1 0 0 °C 

T»4Biaiij»'r«o coniTLc/MSfa^ ffif8toR£T0fflfc*flB«>6 

tlSo *&LiOH (1M» 0.5mL) *g$£R TT' 5 h0H$fS, 



a 





(367) 



1^2 0 03-5 0 9 5 



tmm vmrnvz, mmt^m (7 2m g , 37%) *MftT*'&z 0 

TO 5 5 0] 

mmm5 5 8 

Hb5 7 1] 



THF (5mL) +<D 1 ,4-^y^l/^U^> • (5 Omg, 0. 

1 3^U^;l/) , $mm5 5 7/B{t£VB (1 OOmg, 0.5 9^D*:;l/) 
tfH;xf-/l/7^> (0.2mL, 1.9 8^';^) <DfflSi%, 
1 0 0'CT?4BIBIilJ»-rSo c(DMtLC/MStaD> tti^ftK^TOM^ 
«W66n*. 7j<14LiOH (lMi§M s 0.5mL) *tM7L, «£RTT5hS5 
fTTSo ie^fc«EEWgLT. iMfl»*f*. cnWHPLC (%BKM4 9 
5 0«*fcR«) -e^SftT, MM:** (2 6mg, 4 0%) 
[0 5 5 1] 
H»J 5 5 9 
[ft 5 7 2] 





A. 



[ft 5 7 3] 



o o 




Br 



(368) ^2 003-50 9 5 0 3 

CHCh (4 0mL) +<D*?->]/-?u\Z*-)\,7*ZT-h (4.6g, 3 5 5D 

^)td~(OWSltc7 "C"H"CI7 (rOmL) *'CD B> 2 " ( 5 : 6 g, "3 5"cT9 ^/P) " 

cn^EtOAc.Cl OOiL) ^ffiSRlTKttNaHCOs Mfc^HE-rSo 

#T*ffiV\ (MgSO_4 ) U «EE»WLTa±EA{k^!! (7.4g, IR* 

[0 5 5 2] 

B. 

[ft5 7 4] 

«3COHQ-<fX!XcH s 

±IHA{b^ ( 1 . 5 g. 7.2 5U*;l/) -43*^4-^ h*^^X75K ( 
1 . Og, 6 . 6 SU*/l/) OMttfa^ 1 0 0tT2. 5 htm?%>* SiS&^tl 
^□7h^77^- (SiO z ; 5%7*.Yy/CUz Ch ) fcf^UTx ±IB 
Bffc^J (0 . 5 7g, 3 3%) ^5. 
[0 5 5 3] 

C. 

[ft5 7 5] 




THF (1 OmL) +©±fBxX-r;l/ (0.5 7g, 2.3 51;*;!/) ©ii&fffc^ 
LiAH 4 (lM-THFMs 2 . 5mU 2 . 5 5 V *;l/) * 1 0#£fc>fc Off 
TU Slfi»*RTT0.5hiWr*. RffOTK^il^TfiJS^flliL, 
EtOAc (5 OmL) £J£7j< (1 OmL) MfctfET*., (MgSO< 
) U MEMHbT±feC{b^tl (0.52g, >95%) en* 



4^2003-509503 



"CO 5"5 4] 



D. 



Kt5 7 6] 




CHz Ch (1 OmL) +<D±fECfl:£# (0. 5 2g, 2 . 3 5 V > CH 
3 SOz CI (0.2 5mU 3.3 5D*r/l/) 35&XfEU N (0. 5mU 3 . 6 ^ V 

RTT1 2hM^-rSo «f§#*Mffl&£U »B**nT 
h^57^- (SiOz ; 4%7-fehy/CHz Clz ) fcftLT, ±EDft^ 
(0 . 6 1 g, 2Xf7 7lCt)Tc 0 8 5 %) «lRft»««fT?ff S. 
[0 5 5 5] 

E. 

[ft5 7 7] 



zS**V>/H2 0 (1 : l»^4k 1 OmL) +OM§W!J 5 4 1/C<££® 
[4-kKn^M>X7;l/fkF (2.0g> l 6$';^e;V) $s&zf?Vz/y • 
^f;HXf;l/M (2.3g, 18 5»;*/l/) £/B^T£7iSc] OiB^feK:, N 
aHCOz (2.5g, 3 0 5 U ; — ftfc) £ 4 h^7x-;l/ • ^nn 
(2. OmL, 1 4 5'J ; e;HIT) **WLTil^* 0 KJ&m%RT 
tl2h!J$U ^TEtOAc (15 0mLX4) 'ettttli'So 3>/^>L/c 

Mwum^eii (M g so 4 ) u ttsErarrs. m*^n^h^7-r- 

(SiOz ; 3%7-feh^/CHz Clz ) £ttLT, JbJBEfc** (2.4g, 4 
4 %) %|RftjftKttTff «. 




(370) #^2 0 0 3-5 09 5 0 3 

[0 5 5 6] 

F . ~ " " "" 

[fb5 7 8] 




och 3 



DM F (3mL) +C»±IHEfb^tl (8 6mg N 0. 2 , ±IBDfb^ 

(60mg, O.ZO^'J^) lo&XfKz C0 3 (5 0mg, 3 . 7 ^ U ^r^) (D 

£MEEI&£U Si^P7b^77^- (Si0 2 ; 'v^MtX/EtO Ac= 7 
: 3) iCttLT, mMtGW (4 lmg, 3 6%) *ft^WPK»-p#« 0 
[0 5 5 7] 

G. 

[fb5 7 9] 




0CH3 



TH F/H2 0 (2 : ISM, 2mL) +©±EFfl:** (4 lmg, 0.0 7 
l^U^l/) RTT2h^1-5o SJS3R^»*lM7kttHClTpH 

^M£#$HPLC [YMC S5 ODS 3 0 x 2 5 0mm#7.k ; 
SfSS= 2 5 mL/^x 5 0%A/5 0%B~10 0%BO3 0^1^IjE, CCT 
, $#JA = H 2 O/MeOH/T FA (90 : 10 : 0.1) , r§^jB=MeOH 
/Hz 0/T.FA (90 : 1 0.: 0. 1) ]-7?»«LT, Wmt$m (1 7mg, 
4 0 %) **lfe«l«W-effSo [M + H] + = 5 4 7.2 3 



(371) #^2 00 3-50 9 5 03 



[0 5 5 8] 
~$Mm5 6 0 
[ft 5 8 0] 



O^CH s 




0CH3 



A. 

Hfc5 8 1] 



CH 3 



CH 



J 

OCH3 

CH 3 CN (lmL) +<DxS : 
[fk5 8 2] 



<D^->l/~h (1 8mg, 0.0 6 1 ^U^Jl/) , 3 
[ft 5 8 3] 

CH 3 



HO"^ O^O 



OCH3 

oxxx;i/ mmm 503/B it&tia(D&mz$m, 5 0 mg , 0 . 1 3 ^ u ^ 

K K 2 COa (17mg, 4 OiE^ 7 0°CT2 4 hij|#& 



(372) 



#^2 0 0 3-509 5 



?%o ZZlCKz C0 3 (3 0mg) feJ;t5CH 3 CN (lmL) *jM&, MifflB% 

7 5 tT~4 8"hllW5o 

[0 5 5 9] 

KfS&fcRTJC^aJU EtOAc**!*, fi^Kl^aq 1 M-NaOH:fc«fctf 

*a*T?»a. (Na 2 so u «EEmibTe£jm«ff«. 

Ctl^HPLC [YMC S5 ODS 5 0 X 7 5mm^^A ; B/A ( 7 
0 : 30) ~1 00%B<DmM%%&, CCX\ A = H 2 O/MeO H/T F A. ( 
90:i0:0.1), B=MeOH/H 2 O/TFA (90 : 10:0.1)] 

•emmisT. ±mMt^m (i 3mg, 35%) ^fe»^Tt#^ 0 

[0 5 6 0] 

B. 

[fb5 8 4] 



THF/H 2 0 (2 : K 1 . 5mL) +©±IBAfb^» (1 2mg, 0.02 1 
5Ut;l>) OiSBRfc^ LiOH (8mg s 0.1 9 5U^/l/) £i»*So M^RT 
T?2 4haB^U ^TigfJ<DlM-HCl (aq) -ef&tefb^So i$$£EtOA 
c (5mLX2) -ettm-TSo 3>/Wytfe*«J*ttJ»*«?fC?JJfeV\ t/m (Na 
2 S0 4 ) U ttEEfflff-rs. a&»ft±BfcHi;*fl^^HPLCTf|||« 
LT. fcUBfb^fo (6 . 4mg) £fc£7Y/l/A*ra33 0 [M+H] + = 5 4 1 . 
3 

[0 5 6 1] 

nmm 5 6 1 

[fb5 8 5] 




(373) 



1^2 0 0 3-5 0 9 



J 



OCH3 



A. 

Ut5 8 6] 



SH3 



OCH3 



CHs CN (lmL) +£>5£ : 
Wt5 8 73 



p^fT^osoaCH, 



W^WF (18mg, 0.0 6 1 S-U^;!/) , 
[ffc5 8 8] 

CH, 

) 

OCH3 

©7x/-/Wfc^ (5 Omg N > K 2 C0 3 (17mg, 0.3 

4 5';^) £>ZE£^£\ 7 5 0 C1?4 8 hAll^-r^o R Tfc:^£P U E 

tOAc^il^, ffi^-tl^aq 1 M-NaOH&£rJ£7ja?$c9o W*llfl£*£j£ ( 
Na 2 S04 ) U ffiJ±mmVTm3LmttmZ>o cn^HPLC [YMC 
S5 ODS 5 0X7 bxmtJ^h B/A (70 : 30) ~ 1 0 0 % B (DM 



(374) 



# 



2003-509503 



ffl&BE, CCT\ A = Hz O/MeOH/TF A (9 0 : 1 0 : 0. IK B=M 
eO H/H 2 " O/T F A (9 0 : fo™ 0 . 1 ) ]^mmUtr±B~A'it^<¥XT " 

3mg, 35%) *m&mmvnz>o 

[0 5 6 2] 

B. 

lit 5 8 9] 



THF/Ha 0 (2 :. 1> 1 . 5mL) +(D±&Aik&fa (1 2mg. 0.0215 
Ut/V) OjSjftfc, LiOH (8mg, 0.1 9 5 U £Ai*S 0 M^RTf 
2 4hJB*U ^TjffiWOlM-HCl (aq) VWtiBEtetZo *«*EtOAc 
(5mLx 2) T?»tb , r*. 3>/WyLfe*»«im«*abkT?ftl/\ ftjR (Na 
2 S0 4 ) U ttEEWfrTS. «5feJS»*±raU^^^*HPLCT«ttL 




QH 3 



T\ «BBfl:£to*f#3. [M+H] 



= 541.3 



[0 5 6 3] 



^fifiM 5 6 2 



[ft 5 9 0] 




A. 



U£5 9 1] 



(375) 



#^2003-5095 



MeOH (15mL) +0 4-3-F^X7;l/fl:H O-Og, 4.3 1 
)V) \ 7V isy - ^^xx>;l/ig^ (0 . 6~5g, 5".'l TSV&V) %s£zf~ 
Eta N (0.5 Og, 4.9 5$U€W RT7 4h!W?tS, fi^fe 

SOICfcMU NaBH 4 (2 3 Omg, 6.0$U^E;l/) /MeOH©»«*« 
TTSo SftttftRTlcmu RTT-«»Mr*. »a^*«EEKS&L (ill 
m^ff) y JSfi^aq N. H C 0 3 i: EtO AclUJfc^fiEf 5 0 zMMfcEtOAc"? 
3«*tHf3o 3V/W^bfe«B*a**iai (Na 2 SO< ) U HBEffiK 

So 

[0 5 6 4] 

B. 

[ft5 9 2] 



CH 2 Ch +0fi±flBAffr&«M3J:tfEt3 N (0.80g, S.OOSUt/l/ 
) (D^mc 4-^h^>7i-;W^nnt^-h (0.9 3g N 5.0 05 
Ut/l/) /CH 2 Ch fiJ6ffl^»*RTT-«H?U 
■tffiftaq NaHCOs t EtO AclWfcSHE-rS. 7j<1*yi£EtO AcT* 2 liffi 
U 3>/W>Lfe*«aitHW*|6Jli (Na 2 S0 4 ) U »JEiI»LT8i££ 
CM^07hy77^- (Si0 2 ;hex/EtOAc=3 : 1) £{tLT> 
±IHBfb^f (1 . 2gs 6 1 %) ^ttttWT^S. 
[0 5 6 5] 

C. 

[ft5 9 3] 




(376) 



&S2 0 03-5 09 5 




WVy (2 0mU 2 4 7^U^;V) +£>D L -7u/\i\,*j)\, • (3 
. Og, 2 6.5^ y^r;V) (DOV^miCs t£it^>"M)\s (3 . 7 3g, 26.5^ 

OmL) fcji*, iB*W*9 0W2hJB«-*. EftfiftWfcHi 0 (3 5mL) 
VftffiU EtOAcT3«*fcHU ny/W^ Lfe*««llB«**tt 1 N-H C 
U H 2 CK *ttNaHCOs , «Uc*T«do (Na 2 SO. ) 

U «EEJS»^"5o lilS»%^n7h^77^- (Si0 2 ;hex/EtOAc = 
5:i~3: lOSim) KtfLT, JUECfl:** (1 .0 g> 1 7%) 

[0 5 6 6] 

D. 

Cfk5 9 43 

'>-;I/f-i-^rt©±iBCfb^ (l.Og, 4.6 55'Jt;l/) , «chU7 
;l/*OffiK (3mL) &£l5TFA (3mL) VMWfe, 4 0°CT8 hilf&rSo * 
!8£*«EEIifc£U ?§M£EtOAc (5 OmL) fc»flrr*o flfflfr&ffiftaq Na 
HCO3 T«Kgb^v> (^TO»*^»M^5S?Bj^ti5$T) x #V^£7j<T« 
(Na 2 SO< ) U MEEMTT^. Wa&ttu*?Y9 s 7'7 4- (Si 
0 2 :hex/EtOAc=6 : 1) KftbT> ±ISD{b^% (8 0 0mg, 8 7%, 
H P L C £«fcS*fijg> 9 8 %) *?*K«rP»*o 
[0 5 6 7] 

E. 

[ft 5 9 5] 



(377) 



13^2 0 03-5 0 9 5 




N 



yx^;l/7^y (2mL) +©±IHDfb^ (1 0 Omg, 0 . 5 0 7 ^ V&V) 
, ±IHBfb^ (2 5 4mg, 5 > Cul (2mg, 0.0 15'J 

43J;tf(Ph 3 P) 2 PdCh (4mg, 0 <Ofe&fo%, N 

2 T RTT3hi#t5o <l(DNFj*(T?HPLC/MSfcJ;Dx ^TOto%tlK 

U a^^SJBEJgtfi-rSo SS^^D7h^77^- (Si0 2 ;hex/EtOAc 
= 5 : 1-2 : 1 OSKmjflB) fcttLT, ±ISE{b^tl (2 0 0mg, 7 5%) 

[0 5 6 8] 

F. 

[ft5 9 6] 



HOAc/ilHCl (1 0 : l*m lmL) +®±IEEfl:#ft (2 Omg, 0.0 
3 8*;l0 ©«f««, 4 51C^-Sa»W-«o.*»^*«EEI»*U ME«^% 
HPLC [YMC S5 ODSi^«l*5A; 3 0X 2 5 0mm*5A;^=2 
5mL/Sh A/B (5 0 : 5 0) ~1 0 0%B<D3 Q^£f£4fl& 
A = H 2 O/MeOH/TFA (9 0: 10 : 0.1) , SSfllB =MeOH/H 2 
O/T FA (9 0 : 1 0 : 0 . 1 ) ] T?»«LT, WEftM (6 . 8mg, 3 5 % 




+ 



) *SSIS$g«^T^So [M + H] =51 1.2 



[0 5 6 9] 



(378) #^2 003-5 0 



5 6 3 
[ft 5 9 7] 




OCH 3 



A. 

[ft 5 9 8] 



0 

och s 



MeOH (5mL) +©S : 
tffc5 9 9] 



0CH3 

0^afifi»j5 6 2/Efb£tf (3 8mg, 0.0 7 2 ^ U •^71') £>*§*&£\ H2 
MT1 0%Pd/Ctt«5 (1 Omg) <D#£T\ R TfcT2 haH^So 
£U M^MJEttlSLT, ±IBAfk^%.(3 5mg, 9 2%) *totffla?'&% 0 
[0 5 7 0] 

B. 

lite 0 0] 



(379) 



$820 0 3-50 9 5 




*14LiOH (lMjgE lmL) $3«ttf T H F (5mL) +<D±fEAfb^ (3 
5mg, 6 RTT2 hj£8$*f"&o S^fcHWO* 

ttlM-HClT*pH3fc:Btt<l:U EtOAc (5mLx 2) TfttHf 3 0 3V;W 
yb^«mkffi'Mr«eji (Na 2 SO.) U ffiffimtZo M*£*HPL 
C [YMC S5 OD S$ffl#^.k ; 3 0 X 2 5 Omm^A ; $m=2 5mL/ 
A/B (5 0 : 5 0) ~1 0 0%B©3 0^ii^JBS, fMJA = H 

2 O/MeOH/TFA (9 0 : 1 0 : 0. 1) , S^jB=MeOH/H 2 O/T 

fa (90: io:o.o] -vmmu i?**v>frzmts&mk. m$z<t& 

m (3 lag, 8 7%) %*&MfoT*'&% 0 [M+H] + = 5 1 5.9 
[0 5 7 1] 

nmm5 6 4 

[ft 6 0 1] 




THF (2mL) : 



[ft 6 0 2] 




(380) 



4^2 0 03-5 0 9 5 0 3 



(OmMMS 6 2/E<t&yo (20mg, 0.0 38$';^) 43«ttf7j<ttLiOH ( 
1 Mttfc' lmU 1 ^U^l/) - ©^^ RTT 2 himtZo ' 
[0 5 7 2] 

R«iB^«*jmo*ttlM-HClt»»tt<bU EtOAc-etttfJ-TSo 
^>Lft^|f«ltWEIItr*. MmHPLC [YMC S5 0 
D Sjgffl^A ; 3 0X 2 5 0mm#^A ; ^M= 2 5mL/^ A/B (50:5 
0) ~100%BO30^i^lE I$|A = H 2 0/MeOH/T F 

A (9 0 : 1 0 : 0. 1) , *$#JB =MeOH/H 2 0/TFA (9 0 : 1 0 : 0 
. 1) ] TfitSLT, mSft&m (9mg, 4 6%) £*&HttTi33 0 [M + H 



] =511.2 



[0 5 7 3] 



MM 5 6 5 



lite 0 3] 




A. 



lite 0 4] 




h;Vx> (2mL) +<DiS: 
[ft 6 0 5] 



(381) 



1^2 0 0 3-5 0 9 5 




(Oimms 6 2 Eit&Wl (8 Omg, 0. 1 5^'Jt;l/) ^/'^ 0. 
OUUW feJ:tfLindlar©tt(jflE (7mg, 5%Pd/CaC0 3 ) OiB^jfc 
, H 2 M«T*C2h*#f*o 
[0 5 7 4] 

*6KLindlarftWK (2 Omg) H 2 T^Zhl^^ ##tH P 

m^MfiESMrrs. mm*?u*?h>f77j- (sio 2 i^^y/EtoA 

c=3 : 1-2 : lOSWW^BB) fcttLT, ±IBA<bjW»*»So 
[0 5 7 5] 

B. 

Iit6 0 6] 



RTT-«wrr*. £jMM*&M4)7fctt 1 m-h c 

£#fl*H PLC QftMfflU 9 5O«*hn«0 Tf»«UT, M2fl:*fl| ( 1 4mg 




1 8 %) **ftH#T?#S 0 . [M+H] =513.3 



[0 5 7 6] 

mmm5 6 6 c^^ao 

[ft6 0 7] 



(382) 



#*20 0 3-5 0 9 503 



N^COaH 

<« 

OCH3 

A. 

[ft 6 0 8 ] 




DC E (3mL) +<Di£ : 
Ut6 0 93 




<DmiMM5 6 (6 Omg, 0.11 ^D^r/I/) O0*C»«fc, 

(43/iU o.295'jt;l/) *iiT<r£o mmv°CT*\ 03flB«#L 

> (2 4 4 /iU 0 . 5 7 5 U W ^*IX.S 0 

^RTJdmfflU RTT3hM^U ^TvjcftHCl (lMitE 1 mL) £J! 
foLTil*.* £JS%WJx.£o 7M£ja£EtOAcT2HftffiU ny;Kytf;t 

(Nai so4 ) u 8ee8&?£. ^^07^7^- 

(Si0 2 ; -v£-9->/EtOAc=3 : 1-2 : 1 fclftfLT. ffl 

±EAfl:jMif*flK cn**tiWJj»«^te3Juc3Btefl!^«. 

[0 5 7 73 

B. 




lite 1 o] 



(383) 



#8200 3-5 09 5 




THF+©i|S±f2A{b^^«t07j<'(4LiOH ( 1 M?m lmU l^U^l/ 

^HPLCTliMLT, jUiEffc^ (7mg, 2 Xxy^Cfrft *) 1 2%) 
fe«*Tf£So [M+H] + =5 2 7.2 
[0 5 7 8] 
HSS#|5 6 7 
Cfb6 1 1] 




och 3 



Ph— <°lT CH3 

Br 

7-th y (2mL) +0^: 
[ft6 1 3] 



A. 

Hfc6 1 2] 



(384) 



#^2 00 3-5 09 5 



©^Jft0!l5 6 2/D{fc£% (3 0 0mg, 1 . 5 2 ^ V&V) , N-7ot-X^ 
>>>T5K (2 9 7mg, 1 . 6 7 ^ U^l/) ' fci'tf'AgNOs (2 8~ag; 0.1 9~ 

©SfirfSo Sii&^n7h^77^- (SiOa ;^"9">/EtOAc=5 : 1 
) KttLT, ±fEAfc£& (3 2 0mg, 7 6%) £$t&SSftT&S 0 
[0 5 7 9] 

B. 

Kt6 1 4] 



THF (lmL) +©±iBAftS% (3 2 0mg, 1.25y*;W , Ph 3 P (1 
3m g> 0.0 5 5'J^/l/) fcitfHJ* (^y^UxyT-trby) vv^v^ 
A (o) (5mg, N 2 gMCTBus SnH (7 



KF (1MM, 7mL) fcjhfcT, SlS£#J*.3o L < 8t# U 

(Na 2 S0< ) U KBEMrTS. M»^n7h^77^- (SiO 
2 ;-\^-9->/EtOAc=3 : 1) JcftLT, ±IHBfk^ (2 0 0mg, 3 5% 

Kb 6 1 5] 




H 




H 



W—Mk&VB (1 OOmg, 4 3%) &&£o 
[0 5 8 0] 



C. 



[fk6 1 6] 



(385) 



^2 0 0 3-5 0 9 5 0 3 




OCHj 



hfr3L>+<D±UBit&yB ( 1 0 Omg, 0.0 2 05 U^;V) , ^ : 
lit 6 1 7] 




OCHs 



<Dm&m5 6 2/B<t&fo (lOOmg, 0.2 2$U€;1/) &£tt*(Ph3 P) 4 P 
d (3mg, OJSJK*. N 2 #BMT 1 0 0 "C^-mnmtZ 

o «€^MEE^U SI^^D-?hy77^- (Si0 2 ;-\^y/Eto 
Ac=3 : 1-2 : 1 Of£P£ft£j@B) £ttLT> ±fec{I:^t!%f#3o 
[0 5 8 1] 

D. 

Ut6 1 8] 




OCH3 



m±ISC{b^ (7M4LiOH lmL) +) ^(fTHF (5mL) 

[0 5 8 2] 

MJSj&£iSfij£>7j<tt 1 M-HCl-?pH3fclj&14{t:U EtOAc (5mLX2) T 

»ai-r§o ^ysuyLttrntom*^ (Na 2 so. ) u mj±mm?% 



(386) #^2 00 3-5 09 5 

o8i£*#S*HPLC [YMC S5 0 D Sj&Mfc^A I 3 0 X 2 5 0mm#7 
A ;«=2 5iL/3\ A/B (5 0 : 5 0 ) ~ 1 0 0 % BO 3 O^il^fi^ 

m\A = Hz O/MeOH/TFA (9 0: 10:0.1), ®MB=M 
eOH/H 2 O/TFA (9 0 : 1 0 : 0. 1) ] TfMSU ^^V^&aWS 

WEft^fo (2 3mg, 2 0%) %*&BttTi3So [M+H] + = 5 1 

3.3 

[0 5 8 3] 

6 8-5 7 2 

±^043«fctmS6«9ie«0#«Bfc^oT, TCS48J:t«atM (Example) N 
[ft6 19] 



ri* nmpxe NO • 




fit . wl * 


568 


OGH) 


511.2 


569 




515.9 


570 




511.2 


571 


S 


513.2 


572 




513.3 



[0 5 8 4] 

mm 573 



Ute 2 o] 



(387) 



#£2 003-5 09 503 




A. 

[fb6 2 1] 

CHz Ch (0 . 5mL) *<D3C : 

Lite 2 2] 




(D75/-xXf/l/ (2 7mg, 0.0 7 , 5-^f;V-2-7x- 

;l/-f7 N /-;P-4-^;l/-x^y-^ (2 5mg> 0.1 Maybridg 
e) , ttflg-^Pha P (2 7mg, 0.0 8U'J^;1/) Offi^fc, DEAD 
(2 0 %Al*3o B5»*RTf6h«?U 

igf s 0 ra&KBEtttt u mmzftmn plc[ymc s 5 ods 30 

X 1 0 Omm^A ; iJSS£=5 0mL/5h B/A (30 : 70) ~1 0 0%B©I 
^BB, CCT, MA = H 2 O/MeOH/TFA (9 0 : 10:0.1) , i$ 
#JB=MeOH/H 2 O/TFA (90 : 1 0 : 0. 1) ] T*»«U ±IEA{fc^ 

[0 5 8 5] 

B. 

[ft 6 2 3] 



(388) 



^2 003-5 09 5 0 3 



- r\ 




'o 



TF.A (lmL) +(D±id,Mt-$ytl<D®m*. RTT— faffiftU ^^WiJ£m 

mLrmmit^m a im g , 2 6%) £^fr^-ei#So MHPLcta 

Di^9 4%) 0 [M+H] + = 5 17.2 
[0 5 8 6] 

mmm5 7 4 

[fb6 2 4] 




A. 



[fb6 2 5] 




CH 2 Ch (0. 5mL) ifO^ : 
[ft 6 2 6] 



HO 




(389) ^8200 3-50 9 5 

(DT^Z-JLX'rJl (3 lmg> 0 . 0 8 2 ^ U =E)\s) , 5-^^-2-7i- 
;l/-^7 > /-;l/-4-^;l/-x^y-;]/ (2 Sing," 071 r^W;l>; Maybridg 
e) , «Jflg-|S^Phs P (3 2mg, 0.0 9 6^1^/1/) ©ffi^&fc:, DEAD 
(2 0/iU 0.1 3 5U*;l/) ^ii^So £j£^&RTT?6h«#U ^Tit 

[0 5 8 7] 

B . 

UtQ 2 7] 




THF/MeOH/H 2 0 (3 : 1 : 1 ffi^ftu lml) +03ffl±IBA<b^^3 
cfct^LiOH-Hz 0 (2 0mg, 0 . 4 8 5 U W RTT-gat#f 
So S^S«**ttl N-HCl-epH~4tcBttfl:U ^•eEtOAc*P2ift|ffi 

3>/W>bfe«Wttrtlr«»BQWIU «»mHPLC [YMC 
S5 0DS 30X10 0m%?2± ; 8fBS= 5 OiL/# v B/A (30:70 
) ~100%BO10^I^ ClT% MA = H 2 O/MeOH/TFA 
(9 0 : 1 0 : 0. 1) , }SiB=MeOH/H 2 O/TFA (9 0 : 1 0 : 0. 
1) ] VffiMLT, W&itGfa (1 6mg,' 3 4%) ^Jtettftfe-PffS (##rH 
PLCfaDiS9 5%) 0 [M+H] + =5 6 5.2 
[0 5 8 8] 
7 5 
Wfc6 2 8] 



(390) tf£2 0 0 3-5 0 9 5 0 3 




OCHj 

A. 

[fb6 2 9] 




Br 



CH 2 Ch (5 0mL) t©2 , 4 -^Dt- 3 -OZ/y (Avocado C 
hemicals, 19.6g> 805U€-;l/) Ets N (3 OmU 2105U 

*3 o^tefefeoTftiA, &t>nz®mzi 2htin$mffi.T& 0 

*%RTte?WPU *^T*fc:tt* iHClT«ttlW5, 
UTWR*«», Ctl«M!HWbT (b.p.= 4 2-4 5°C, 1 3mmHg) , ± 
SEAft^fc (6.0g, 4 6%, ~2 0%£Dffi^M^#Cf) «*«»Tf#5 0 
[0 5 8 9] 

B. 

[ffc6 3 0] 




OCH 3 



(2 0mL) +05£: 

[ffc6 3 1] 



(391) 



^2 003-509 5 



HO 




<Dm&M5 5 9/E<t&fa (0. 60g. 1 . 7 ^ Ut/lO , ±IEA{tS% (0 . 



60g, S.y^y^P) 4oJ;t;K2 C0 3 (l.Og, 7.3 5y^;l/) OS^Iftl 

o il^^07f^77^- (SiOz ; 3%7*zhy/CH 2 Ch ) KlttLT 
* JtiEBfl:** (0.4 lg, 4 7%) &jftRMreff*. 
[0 5 9 0] 

C. 

[ffc6 3 2] 



h/l/X^/EtOH (1 : 1 ffi-frfc, 3mL) +®±eB{fr*tt (4 0mg, 0.0 
8 0 fc«ktff-^>ry-af->75F (5 0mg, 0.3 6 ^Ut;!/) © 

55WlihjW»t*. BS*RTlc««m J»«^*«EQ»*-r5 
o ffl£tf«fc&#ffiHP L C [YMC S 5 ODS 3 OX 2 5 0mm i 3 0%B 
/7 0%A~1 OO%B0 3O$Hitt45lE, 8$ijA = H 2 O/MeOH 

,/TFA (90:10:0.1), ^jB=MeOH/H 2 O/TFA (90: 1 
0:0.1)] VmmLX, ±12C<fc£fc (1 7 nig, 39%) 
[0 5 9 1] 

D. 

[ft 6 3 3] 




%m 0 03-5 0 9 5 



THF/H2 0 (2 : 3mL) +<E>±iBCfb£^ (1 7mg, 0.0 3 

1 ^U^/K> 43<tt;LiOH • Hz 0 (4 0m g> 1 )V> <D®m*. RTT 

2h$mt&o ^^mmm^tn^xmmtu ^th 2 o (2mu ^e 

tO Ac (5mL) PJJ^ISB-r^o (MgSO< ) U MJEMi&SLT, 

4SfEft:£% ( 1 3 . 7mg, 8 1 %) £*fe«fc-e&£o [M+H] + =5 3 4.2 
[0 5 9 2] 
^M!l5 7 6~5 8 0 

mmcDisxTfmMmumommz'&'DT, rm^^nmmm (Example) n 

[fb6 3 4] 



(393) 



$£20 03-5095 



Example No. - 


it - 


[M+H] * 


576 


OCHs 


551.2; 553.2 


577 


OCH, 


547.2 


578 




531.2 


579 


cm 


535.2; 537.2 


580 




551.2; 553.2 



[0 5 9 3] 

mmm3 i 3^xzs3 1 4o^cih^o-^»c^ot, mmm5 8 1& 

[fb6 3 5] 



(394) 



#$2003-50 



Example — 


xC 


(M+HJ* 


581 




4992 


582 




499.1 


[0 5 9 4] 

Hi 3 9(0^) , HSI$J5 8 3 43<fctf 5 8 4{fc^£^-fSo 
[fb6 3 6] 


Example 




IM+HJ* 


583 




533.3 


584 


OCH, 


533.3 



[0 5 9 5] 

mm 5 8 4 

Hfc6 3 7] 



1*82003-50 9 5 0 3 




CO2H 



' H-NMR (CDCh , 4 0 0MHz) : 6 2.4 2 (s, 3 H) , 3.04 
(br s , 2 H) > 3 . 7 9 ( s , 3 H) , 4 . 0 3 (br s > 2 H) % 4 . 2 5 
(br s, 2H), 4.7 0 (br s, 2H), 6.8-7.0 (m, 5H) , 7. 

15-7.30 (nu 1H) > 7.3 5-7.5 0 (rru 5 HK 7.95-8.0 

5 (m> 2HK 8.9 5 (br s > 1 H) 
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(51)Int.Cl. 7 m\fc% FI f-73-K (##) 

A 6 1 K 31/427 A 6 1 K 31/427 4 C 0 8 6 

31/433 31/433 

31/4439 31/4439 

31/506 31/506 

45/00 45/00 

A 6 1 P 1/04 A 6 1 P 1/04 

3/04 3/04 

3/06 3/06 

3/10 3/10 

9/10 9/10 

17/06 17/06 

19/10 ... 19/10 

35/00 35/00 

C 0 7 D 263/58 C 0 7 D 263/58 

277/24 277/24 

413/12 413/12 

413/14 413/14 - 

417/04 417/04 

417/12 417/12 

495/04 1 0 1 495/04 1 0 1 

(81)IS£B E P(A T, BE, CH, CY, 



DE, DK, ES, F I, FR, GB, GR. I E, I 
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7*V *^*l08502Xi-i/>-v/*-^ 

F28# 
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- -- 7*y*£fcB08540-a~X>-^Hti- — . ._ 

7* V *^H08502^.a-S/>-^-^ 

F #-A(##) 4C033 AD03 AD17 AD20 

4C056 AA01 AB01 AC02 AD01 AD03 

AE03 BA08 BA11 BB01 BC01 

CA24 CC01 CD01 
4C063 AA01 AA03 BB01 BB02 BB07 

CC52 CC62 CC67 CC75 CC76 

CC81 CC92 DD04 DD06 DD12 

DD22 DD25 DD31 DD47 DD52 

DD62 DD75 EE01 
4C071 AA01 BB01 CC22 DD02 EE13 

FF23 GG01 GG05 HH01 JJ04 

LL01 

4C084 AA19 NA14 ZA422 ZA451 

ZA542 ZA701 ZA702 ZA972 

ZC331 ZC332 ZC351 ZC352 
4C086 AA01 AA03 BC69 BC70 BC82 

BC85 CA04 GA02 GA04 GA07 

GA08 GA09 GA10 GA12 MA01 

MA02 HA03 MA04 NA14 ZA66 

ZA68 ZA89 ZA97 ZB26 ZC35 



